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Substituted pyrezollne compounds, tlieir prepaiaHon and use as medicaments 

The present invention relates to substituted pyrazoline compounds, methods for their 
preparation, medicaments comprising these compounds as well as their use for the 
preparation of a medicament for the treatment of humans and animals. 

Triglycerides are the chemical fonn in which rTK>st fat exists in food as well as In the 
body. Triglycerides are present In blood plasma and, In association wHh cholesterol, 
fonn the plasma lipids. Triglycerides in blood plasma are derived from fets consumed 
directly or are synthesized from e.g. carbohydrates. Superfluous food intake is 
converted to triglycerides and transported to fat cells to be stored. Bevated 
triglycerides may also be a consequence of disease slates, such as untreated 
diabetes mellitus. Excess of triglycerides in plasma (hypertriglyceridemia) Is linked to 
the occurrence of coronary artery disease and possibly other disorders. 

Therefore, compounds, which have an effect on triglycerides, especially in blood 
plasma are useful in the prevention and/or treatment of related disorders. 

Thus, It was an object of the present invention to provide novel compounds for use 
as active substances in medicaments, which are suitable for the regulation especially 
the reductton of triglyceride levels In the bfood plasma. 

Said object was achieved by providing the substituted pyrazoline compounds of 
gerteral formula I given below, their stereoisomers, corresponding salts and 
corresponding solvates thereof. 

It has been found that these compounds have a mariced effect on the level of 
triglycerides in the blood plasma. 



Thus, In one of its aspect the present inventton relates to substituted pyrazoline 
compounds of general formula 
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I 



wherein 

represents hydrogen or a linear or branched CM-alkyI group, 

R^ and R^ indep^dently of each other represent hydrogen, a linear or 
branched Ci^alkyl group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F, CHF2, CF3, CN. OH. NO2, -(C=0)-R^ SH. SR^ SOR^ SOgR^, 
NH2, NHR^. NR^R^, -(C=0hNH2, -(C=0)-NHR^ or -{C=0).NR«R« whereby R« 
and R^ for each substituent independently represent linear or branched 
alkyl, 

R^ and R^ Independently of each other represent a linear or branched 
afkyi group, a linear or bramched Ci^koxy group, a halogen atom, CH2F, 
CHF2, CF3. CN, OH, NQ2, -(C:0)-R^^ SH, SR'^ SOR^^ NHg. NHrf^. 
NR"R^\ -(G=0)-NH2, -(G=0)-NHR^^ and -(G=0)-NR^ W\ whereby R^*' and 
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optionaDy R^^ for each substKuant independently represent linear or branched 
Ci^alkyl; 

represents hydrogen, a linear or branched Ci^aikyl group, a linear or 
branched Ci-raIkoxy group, a halogen atom, CH2F, CHF2, CF3, CN, OH, NO2, 
-{C=0)-R^^ SH, SR^^ SOR^^ NH2, NHR^° NR^^^\ -(C=0)-NH2, -(0=0)- 
NHR^^ and -(C=0)-NR^ W\ whereby R^** and optionally R^^ for each 
substituent independently represent linear or branched alkyi; 

optionally in fonn of one of the stereoisomers, preferably enanticmers or 
diastereomeiB, a racemate or in form of a mixture of at least two of the 
steredsomere, preferably enantlomers and/or diastereomere, in any mbdng 
ratio, or a con^sponding N-osdde thereof, or a conresponding salt thereof, or a 
corresponding solvate thereof. 

If Is very preferred if to these compounds according to fomnula I the following provislo 
applies: 

with the proviso that 

if R^ and R^ are H and R® and R^ both represent CI in the 3- and 4-position of 
the phenyl ring neither of R^ R^ and R* may represent F in the 4iX)sition of 
the phenyl ring if the other two of R^, R® and R* both represent H. 

These compounds had a surprising effect on the biood levels of diet relevant 
substances, e.g. Triglycerides. 

Prefened linear or branched, saturated or unsaturated aliphatic groups, which may 
be substituted by one or more substituents, may preferably be selected fiom the 
group consisting of methyl, ethyl, n-propyl, isopropyl, n-butyl, iso-butyl, sec-butyl, tert- 
butyl. n-pentyl, n-hexyl, n-heptyl, n-octyl, n-nonyl, n-decyl, vinyl, ethinyl, propenyi, 
propinyl, butenyl and butinyi. 

In the context of this Invention, alkyI and cycloalkyi radicals are understood as 
meaning saturated and unsaturated (but not arematic), branched, unbranched and 
cyclic hydrocarbons, which c^ be unsubslituted or mono- or poiysubstltuted. In 
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these radicals, Ci^alkyl represents C1- or C2-alkyl, Ci^alkyl represents C1-, C2- or 
Ca*alkyl, CM-alkyi represents C1-, C2-, C3- or C4-allcyl, Ci^alM represents C1-. 
C2-, C3-, or CS«lkyl, Ci^allvl represents C1-, C2-, C3-, C4-. C5- or Ce-alkyI, 
Ci-7-alkyl represents C1-, C3-, C5-, C6- or C7-a!kyl, Ci^alkyl represents 
C1-, C2-, C3-, C4-, C5-, C6-, C7- or C8-alkyJ, Ci-io-alkyt represents C1-, C2-, C3-, 
C4-, C5-, C6-, C7-, C&-. eg- of ClO-alkyI and Ci.iralkyI represents C1-, C2-, C3-, 
C4-, C5-, C6-, C7-, C8-, C9-, C10-, C11-, C12-, C13-, C14-, C15-, C16-, C17- or 
C18-alkyl. Furthermore. C^-cydoalkyl represents C3- or C4-cycloalkyl, C3-5- 
cydoalkyl represents C3-, C4- or CS-cydoalkyl, (WoycloalkyI represents C3-, 
05- or Ce-cydoalkyl, Ca-T-cydoalkyl represents C3-, C4-, C5-, C6- or C7-cydoalky!, 
Ca^-cydoalkyl represents C3-, C4-, C5-, C6-, 07- or C8-cydoalkyl, C4-5-cydoalkyl 
represents C4- or C5-cycloalkyl, C4^-cycloalkyl represents C4-, C5- or C6-cydoalkyl, 
C4.7-cydoallcyl represents C4-, C5-, C6- or C7K)ydoalkyl> Cs^cycloalkyi represents 
C5- or ce-cydoalkyl and Cs^T-cycloalkyl represents C5-, C6- or C7-GydoaIkyi. in 
respect of cydoalkyi, the term also indudes saturated cydoaikyls in which one or 2 
cart>on atoms are replaced by a heteroatom, S, N or O. However, mono- or 
polyunsaturated, preferably monounsaturated, cydoaikyls without a heteroatom in 
the ring also in partknilar fall under the term cydoalkyi as long as the cydoalkyi is not 
an aromafic system. The alkyi and cydoalkyi radicals are preferably methyl, etfiyl, 
^rinyl (ethenyl), propyl, allyl (2-propenyl), 1-propinyl, methylethyl, butyl, 1- 
methylpropyl. 2-methylpropyl, 1,1-dimethylethyl, pentyl, 1,1-dimethylpropyl, 1,2- 
dimethylpropyl, 2,2-dimethylpropyl, hexyl, 1-methylpentyl, cyclopropyl, 2- 
methylcydopropyl, cydopropylmethyl, cydobutyl, cyclopentyl, cyclopentylmethyl, 
cydohexyl, cydoheptyl, cyclooctyl, and also adamantyl, (if substituted also CHF2, 
CPs or CH20H) as well as pyrazolinone, oxopyrazolinone, [1,4]-dioxane or dioxolane. 

Here, in oonnecfion with alkyI and cydoalkyi - unless expressly defined othenwlse - 
the term substituted in the context of this Invention is understood as meaning 
replacement of at least one hydrogen radical by F, CI, Br, I, NH2, SH or OH, 
'polysubstitutBd" radicals being understood as meaning that the replacement tekes 
effect both on different and on the same atoms several times with the same or 
different substituents, for example three times on the same C atom, as in the case of 
CF3, or at different places, as in the case of -CH{0H)-CH==CH-CHCl2. Particularly 
pretended substituente here ar^ F, CI and OH. In respect of cydoaDqrl, the hydrogen 
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radical can also be replaced by OCi^kyl or Ci^alkyl On each case mono- or 
polysubstifuted or unsubstttuted), in particular methyl, ethyl, n-propyl. l-prqiyl. CIS. 
metlioxyorethoxy. 

The term {CHziss is to be understood as meaning -CHa-CHz-CHr , -ChtCHa-Cht- 
CHr. -CHrCHz-CHrCHrCHr and -CHrCHrCHrCHrCHa-CHr, {CHa)^ is to be 
understood as meaning -CHr, -Chfe-CHr. -CHrCHz-CHsr and -CH2-CHrCH2-CH2-, 
(CH2)4^ is to be understood as meaning ^H2-CH2-CH2-CH2- and -CHrCH2-CH2- 
CHa-CHz-, etc. 

An aryl radical is understood as meaning ring systems with at least one aromatic ring 
but without heteroatoms even in only one of the rings. Examples are phenyl, 
naphthyl, fluoranthenyl, fluorenyl, tetrallnyl or indanyl, in particular 9H-fluorenyl or 
anthracenyl radicals, which can be unsubstituted or monosubstituted or 
polysubstituted. 

A heteroaryi radical is understood as meaning heterocyclic ring systems which have 
at least one unsaturated ring and can contain one or more heteroatoms fmm the 
group consisting of nitrogen, oxygen and/or sulfur and can also be mono- or 
polysubstituted. Examples which may be mentioned from the group of heteroaryls 
are furan, benzofuran, thiophene, benzothiophene, pynoie, pyridine, pyrimidlne, 
pyrazine, quinoline, [soquinoline, phthalazine, benzo-1,2,5-1hiadiazoie, 
benzothlazoie, indole, benzotriazde, benzodioxdane, benzodioxane, caxbazole and 
quinazoline. 

Here, in connection with aryl and heteroaryi, substituted is understood as meaning 
substitution of the aryl or heteroaryi by R, OR, a halogen, preferably F and^or CI, a 
CPs, a CN, an NQ?, an NRR, a Ci.e-aikyl (saturated), a Ci^lkoxy, a 
cycloalkoxy, a Cs-g-cydoalkyl or a C2.ralkylene. 

The temi "salf is to be understood as meaning any fonn of the active compound 
used according to the invention in which it assumes an ionic form or is charged and 
is coupled with a counter-ion (a cation or anion) or is In solution. By this are also to 
be understood complexes of \t)p active compound with other molecules and ions, in 
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particular complexes which are oompiexed via ionic Interactions. 

Tlie tenn "physioiogically acceptable self means In the context of this invention any 
salt that is physiologically tolerated (most of the time meaning not being toxio- 
especially not caused by the counter-ion) if used appropriately for a treatment 
especialiy if used on or applied to humans and/or mammals. 

These physiologically acceptable salts can be fomned with cations or bases and in 
the context of this Invention is understood as meaning salts of at least one of the 
compounds used according to the invention - usually a (deprotonated) add - as an 
anion with at least one, preferably inorganic, cation which Is physiologically tolerated 
■ espectally if used on humans and/or mammals. The salts of the alkali metals and 
alkaline earth metals are partteulariy preferred, and also those with NI44, but in 
partkajlar (mono)- or (di)sodium, (mono)- or (di)polassium, magnesium or calcium 
salts. 

These physiologically acceptable salts can also be formed with anions or adds in the 
context of this invention is understood as meaning salts of at least one of the 
compounds used according to the inventk^n - usually protonated, for example on the 
nitrogen - as the cation with at least one anion which are physiologically tolerated - 
especially if used on humans and/or mammals. By this is understood in particular, in 
the context of this invention, the salt fonmed with a physiologically tolerated add, that 
is to say salts of the particular active compound with inorganic or organic adds v^ich 
are physiologically tolerated - especially if used on humans and/or mammals. 
Examples of physiotogicaliy tolerated salts of particular acids are salts of: 
hydrochloric acid, hydrobromic add, sulfuric add, mefhanesulfonic add, fomilc add, 
acetic add, oxalte add, suodnic acM, malk; add, tartaric acid, mandelte add, fumarfc 
add, lactic add or citric acid. 

The term "solvate" according to this invention is to be understood as meaning any 
form of tiie active compound according to the invention in which this compound has 
attached to it via non-covalent binding another molecule (most likely a polar solvent) 
especially including hydrates and alcoholates, e.g. methandate. 
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Unless otherwise stated, the compounds of the invention are also meant to Include 
compounds whldi differ only in the presence of one or more isotopicaliy enriched 
atoms. For example, compounds ha\nng the present stnictures except for the 
replacement of a hydrogen by a deuterium or tritium, or the replacement of a carbon 
by ^^C- or '*C-enriched carbon or ^^-enridied nitrogen are withfri the scope of this 
invention. 

In a preferred embodiment of the invention for a compound according to formula i at 
least one of R^, or represents hydrogen, while at least one of R^, or is 
different from hydrogen. 

In a prefened embodiment of the invention for a compound according to fomiula I R^ 
represents hydrogen. 

In a preferred embodiment of the irivention for a compound according to fonnula I R^ 
R^ and R^ independently of each other represent hydrogen, a linear or branched Ci-e- 
alkyl group, a halogen atom, or CF3, preferably R^, R^ and R^ independently of eac* 
other represent hydrogen, methyl, ethyl, F, CI, Br and CF3. 

In a preferred embodiment of the Invention for a compound according to fonnula I R^ 
and R^ independently of each other represent a linear or branched Ci^alkyl group, a 
halogen atom, or CF3, preferably R* and R^ independently of each other represent 
methyl, ethyl, F, CI, Br and CF3. 

In a prefen-ed embodiment of the invention for a compound according to formula I R^ 
represents a chlorine atom in the 4-position of the phenyl ring, while R^ and R^ 
represent hydrogen. 

In a prefenred embodiment of the invention for a compound according to fomnuia I R^ 
and R^ each represent a chbrine atoms in the 2- and 4-po8ition of the phenyl ring, 
while R^ represents hydrogen. 

In a prefenred embodiment of the invention for a compound accorcGng to formula I R^ 
represents hydrogen, methyl 0^ ethyl, preferably hydrogen. 
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In a highly preferred further aspect of the invention the compound of genera! formula 
I is represented by a compound of general formula II 

wherein 

represents hydrogen or a linear or branched CM-alkyl group, 

R^^ or R^^ Independently of each other represent a linear or branched Ci-e- 
alkyl group, a linear or branched Ci^alkoxy group, a halogen atom, CH2F, 
CHF2. CFa, CN, OH, NO2. SH, NH2, hydrogen, methyl, ethyl, F, Q, Br and CF3. 

R^^ or R^^ independently of each other represent a linear or branched Ci^ 
alkyi group, a linear or branched Ci^alte)}^ group, a halogen atom, CH2F, 
CHF2, CF3, CN, OH, 1^. SH. NHa, methyl, ethyl, F, CI, Br and GF3. 

optionally in fornn of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in fonm of a mixture of at least two of the 
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Stereoisomers, preferably mantiomers and/or diastereomerB, in any mixing 
ratio, or a conresponding N-oxide thereof, or a corresponding salt thereof, or a 
oonesponding solvate thereof. 

In a preferred embodiment of the invention for a compound according to fwmula II 
R^^ and R^^ Independentiy of each other represent hydrogen, a linear or branched d. 
6-alkyl group, a halogen atom, or CFs, preferably R^^ and R^^ Independently of each 
other represent hydrogen, methyl, eftyl, F, CI, Br and CF3. 

In a preferred embodiment of Ihe invention for a compound according to fomnula II 
R^^, and R^^ independentiy of each other represent a linear or branched Ci^allcyl 
group, a halogen atom, or CF3, prsferably R^^ and R^^ independently of each other 
represent methyl, ethyl, F, CI, Br and CF3. 

In a preferred embodiment of the Invention for a compound according to fonmula il 
R^^ represents CI and R^^ represents hydrogen. 

In a prefen^ed embodiment of the invention for a compound according to fonmula II 
R^^ and R^^ each represent CI, 

In a preferred embodiment of the invention for a compound according to fonmula II R^ 
represents hydrogen, methyl or ethyl, preferably hydrogen. 

In another prefened embodiment the compound according to formula I or II is 
selected from the group consisting of: 

5-(4-chloro-phenyi)-1 -(2,4-dichlorophenylH>5Klihydro-1 H-pyrazol-3-carboxylic 
add, 

optionally In the fomi of a corresponding N-oxide, a corresponding salt or a 
conresponding solvate. 

Another prefen^ed embodiment of tiie invention covers also any pnximg of the 
compounds of the invention d^cribed above as well as any medicament comprising 
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this and any use theieof; especially inducfing their esters and ethers. Examples of 
well known methods of producing a prodmg of a given acting compound are known 
to those skilled in the art and can be found e.g. in Krogsgaard-I^rsen et al., Textbook 
of Dnjgdesign and Discovery, Taylor & Francis (April 20Q2). 

Another aspect of the invmtion is a combination of compounds comprising at least 
one substituted pyrazoline compound of general formula 1 



represents hydrogen or a linear or branched CM-alkyi group, 

R^, and R^ independently of eac* other represent hydrogen, a linear or 
branched Ci^-alkyl group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F, CHF2, CF3, CN. OH, NO2, "(C=0)-R^ SH. SR^ SOR^ S02R^ 
NH2, NHR*, NRW. -(C=0)-NH2, -(C=0)-NHR® or -(C=0)-NR«R« whereby R» 
and R® for each substituent independently represent linear or branched 



R^ R^ and R^ independently of each other represent hydrogen, a linear or 
branched Ci^kyl grod{), a linear or brandied Ci^lkoxy group, a halogen 




wherein 



alkyi. 
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atom, CH2F, CHF2, CF3, CN. OH, NOi, -(C=0)-tf ° SH. Stf ^ SOR^*>, NHg, 
NHR^^ NR^*^". -(C=0)-NH2, -(C=0)-NHR^'^ and -(0=0)-NR^*^R", whereby 
R^^ and optionally R^^ for each aubstituent independently represent linear or 
branched alkyi; 

optionally in form of one of the stereoisomers, preferably enantlomers or 
diastereomers, a racemate or in forni of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 
ratio, or a conBsponding N-oxide thereof, or a corresponding salt thereof, or a 
conresponding solvate thereof; 

and at least one substituted pyiBzofine compound of general formula X 




X 



wherein 

R^° represents an optionally at least mono-substituted phenyl group, 

R^^ represents an optionally at least mono-substituted phenyl group, 

R^^ represents a saturated or unsaturated, optionally at least mono- 
substituted, optionally at least one heteroatom as ring member containing 
cydoaliphatic group, which may be condensed with an optionally at least 
mono-substituted mono- or polycydic ring system, or an optionally at least 
mono-substituted aryl or heteroaryl group, which may be condensedwith an 

r 
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optionally at least mono-substitutod mono- or polycydic ring system, or an - 
NR^^-moiety. 

R^^ and FP, icfenticai or different, represent a hydrogen atom, an unbranched 
or branched, saturated or unsaturated, optionally at least mono-substitutad 
aliphatic radical, a saturated or unsaturated, optionally at least mono- 
substituted, optionally at least one heteroatom as ring member (X)ntaining 
cydoaliphatic group, whidi may be condensed with an optionally at least 
mono-substituted mono- or polycyclic ring system, or an optionally at least 
mono-substituted aryl or heteroaryl group, which may be condensed with an 
optionally at least mono-substituted mono- or polycyclic ring system and/or 
bonded via a linear or branched alkylene group, an -SOrR^^-nioiety, or an - 
NR^R^-moiety, with the proviso that R^^ and R^ do not identically represent 
hydrogen, 

R^^ represents a linear or branched, saturated or unsaturated, qstionaily at 
least mono-substituted aliphatic group, a saturated or unsaturated, opUonaity 
at least mono-substituted, optionaily at least one heteroatom as ring member 
containing cycloaliphatic group, which may be condensed with a mono- or 
polycyclic ring-system, or an optionally at least mono-sut>stituted aryl or 
heteroaryl group, which may be condensed with a mono- or polycyclic ring 
system and/or bonded via a linear or branched alkylene gnxip, 

and identical or different, represent a hydrogen atom, an unbranched 
or branched, saturated or unsaturated, optionaily at least mono-substituted 
aliphatic radical, a saturated or unsaturated, qptlonally at least mono- 
substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic group, which may be corKlensed with an optionally at least 
mono-substituted mono- or polycydic ring system, or an optionally at least 
mono-substituted aryl or heteroaryl group, which may be condensed with an 
optionally at least mono-substituted mono- or polycydic ring system and/or 
bonded via a linear or branched alkylene group, 
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optionally In fbnn of one of the steretrisomers, preferably enantiomers or 
cGastereomers, a racemaie or in fonn of a mixture of at least two of the 
steraoisomers, preferably enantiomers and/or diasterwrners, in any mixing 
ratio, or a cx)nrespondtng N-oxide thereof, or a conesponding salt thereof, or a 
corresponding solvate thereof. 

In a prefenred embodiment of the combination of compounds according to the 
invention tor a compound according to formula I at least one of R^ or 
represents hydrogen, while at least one of R^, R^ or R^ is different from hydrogen. 

In a preferred embodiment of the combination of compounds according to the 
Invention for a compound according to fdmnula I at least on of F^, R® or R^ represents 
hydrogen, while at least one R^ R^ or FT is different from hydrogen. 

In a preferred embodiment of the combination of compounds according to the 
Invention for a compound according to fonnula I R^, R^ and R^ independently of each 
other represent hydrogen, a linear or branched Ci^ll<yl group, a halogen atom, or 
CF3, preferably R^ R^ and R* Independently of each other represent hydrogen, 
methyl, ethyl, F, CI, Br and CF3. 

In a preferred emt)odiment of the combination of compounds according to the 
invention for a compound according to fonnula i R^ R^ and R^ independently of each 
other represent hydrogen, a linear or branched Ci^alkyl group, a halogen atom, or 
CF3, preferably R^, R^ and R^ independently of each other represent hydrogen, 
methyl, ethyl, F, CI, Br and CF3. 

In a prefenred embodiment of the combination of compounds according to the 
invention for a compound according to formula I R^ represents a chlorine atom in the 
4-position of the phenyl ring, while R^ and R^ represent hydrogen. 

In a preferred embodiment of the combination of compounds according to the 
invention for a compound according to fonnula I R^ and R® each represent a chlorine 
atom in the 2- and 4-position of the phenyl ring, while R^ represents hydrogen. 

f 
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in a prefened embodiment of the combination of compounds according to tiie 
invenUon for a compound according to formula I represents hydrogen, methyl or 
ethyl, preferably hydrogen. 

In a prefened embodiment of the combination of compounds according to the 
invention the compound of general fonnula I Is represented by a compound of 
general formula II 




JL 



wherein 

represents hydrogen or a linear or branched CM-aikyi group, 

R^^, R^^ R^"^ or R^^ independently of each other represent a linear or branched 
Ci^alkyl group, a linear or branched Ci^alkoxy group, a halogen atom, 
CH2F. CHF2. CF3, CN, OH, NQz, SH, NH2, hydrogen, methyl, ethyl, F, CI, Br 
and CFs, 

oplionaHy in form of one of the stereoisomers, preferably enanttomers or 
diastereomers, a racemate or in forni of a mixture of at least two of the 
stereoisomers, preferat^ enantiomers and/or diastereomers, in any mixing 
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ratio, or a corresponding N^oxide tliereof , or a corresponding salt thereof, or a 
oorraspondlng soivale thereof. 

In a preferred embodiment of the comblnafion of compounds according to the 
Invention for a compound according to formula II R^^ and R^^ independently of each 
other represent hydrogen, a linear or branched Ci^icyl group, a halogen atom, or 
CFa, preferably R^^ and R^^ Independently of each other represent hydrogen, methyl, 
ethyl, F, CI, Brand CF3. 

In a prefenred embodiment of the combination of compounds according to the 
invention for a compound according to formula II R^^ and R^^ independently of eadi 
other represent hydrogen, a linear or branched Ci^atlcyl group, a halogen atom, or 
CPs, preferably R^^ and R^^ independently of each other represent hydrogen, methyl, 
ethyl. F, CI, Br and CF3. u 

In a preferred embodiment of the combination of compounds according to the 
invention for a compound according to fomiuia 11 R^^ represents CI and R^^ 
represents hydrogen. 

In a preferred embodiment of the combination of compounds according to the 
invention for a compound according to fonmula II R^'^ and R^^ each represent CI. 

in a preferred embodiment of the combination of compounds according to the 
invention for a compound according to formula II R^ represents hydrogen, methyl or 
ethyl, preferably hydrogen. 

In a preferred embodiment of the combination of compounds according to the 
Invention the compound according to formula I or II is selected from the gnxip 
consisting of: 

5-<4-chloro-phenyl)-1 -{2,4-dichlorophenyl)-4,5-dihydro-1 H-pyrazol-3-carboxylic 
add. 
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Optionally in the form of a corresponding N-oxide, a oorresponding salt or a 
conesponding solvate. 

In a prefenred embodiment of the combination of compounds according to the 
invention for a compound according to formula X R^^ represents a phenyl group, 
which is optionally suisstituted by one or more substituents independently sheeted 
from the group consisting of a linear or branched Ci^alkyl group, a linear or 
branched Ci^alkoxy group, a halogen atom, CH2F, CHF2, CF3, CN, OH, NO2, - 
(C=0)-R\ SH, Sn\ SOB', SOaR*. NH2, NHR', NR'R", .(C=0)-NH2, -(C=0)-NHR' and 
-{C=0)-NR'R" whereby R' and R" for each substltuent Independently represent linear 
or branched alkyi, preferably R^® represents a phenyl group, which is optionally 
substituted by one or more substituents selected from the group consisting of mefliyl, 
ethyl, F, 01, Br and CF3, more preferably R^® represents a phenyl group, which is 
mono-substituted with a chlorine atom in the 4-position. 

In a prefenred embedment of the combination of compounds according to the 
invention for a compound according to fomnuia X R^^ represents a phenyl group, 
which is optionally substituted by one or more substituents independently selected 
from the group consisting of a linear or branched Ci^alkyl group, a linear or 
branched Ci^alkoxy group, a halogen atom, CH2F, CHF2, CF3, CN, OH, NO2, - 
(C=0)-R', SH, SR', SOR'. SO2R'. NHz. NHR*, NR'R", .(C=:0)-NH2, -(C=0)-NHR* and 
-(C=0)-NR'R", whereby R* and optionally R" for each substituent independently 
represent linear or branched alkyI, preferably R^^ represents a phenyl group, 
which is opttonaliy substituted by one or more substituents independently selected 
from the group consisting of methyl, ethyl, F, CI, Br and CF3, more preferably R^^ 
represents a phenyl group, which is di-substituted with two chtorine atoms in its 2- 
and 4-position. 

In a preferred embodiment of the combination of compounds according to the 
invention for a compound according to formula X R^® represents a saturated or 
unsaturated, opttonally at least mono-substituted, optionally at least one heteroatom 
as ring member containing cydoaliphatic group, which may be condensed with 
an optionally at least mono-substituted mono- or polycyclic ring system, or an 
optionally at least mono-substijuted, 5- or enr^embered aryl or heteroaryl group, 
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which may be condensed with an optionally at least niono-^ubstHuted mono- or 
polycydic ring system, or an -NR^^FP-molety, preferably R^® represents a saturated, 
optionally at least mono-substituted, optionally one or more nitrogen-atoms as ring 
member containing cydoallphatic group, which may be condensed with an 
optionally at least mono-substituted mono- or polycyclic ring system, or an -NR^^R^- 
moiety, more preferably R^^ represents a pyrroiidlnyl group, a piperidin^ group or a 
piperazinyt group, wtiereby each of these groups may be substituted with one or 
more Ci^-ailvl groups, or an -NR^"R^®-molety. 

In a prefened embodiment of the combination of compounds according to the 
invention for a compound according to fonmula X R^^ and R^, identical or different, 
represent a hydrogen atom, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted Ci^iphatlc radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing CWcycloaliphatic group, which may be condensed with an 
optionally at least mono-substituted mono- or polycydic ring system, or an optionally 
at least mono-substituted, 5- or 6-membered aryi or heteroaryl group, which may be 
condensed with an optionally at least mono-sutistituted mono- or polycyclic ring 
system and/or bonded via a methylene (-CHr) or ethylene (-CH2-CH2)-group, an - 
SQa-R^^-moiety, or an -NR^^-molety, preferably one of these residues R^® and R^ 
represents a hydrogen atom and the other one of these residues R^^ and R™ 
represents a saturated or unsaturated, opfionally at least mono-substituted, optionally 
at least one heteroatom as ring member containing Cs-e-cydoafiphatic group, which 
may be condensed vrith an opfionally at least mono-substituted nrK>no- or polycyclic 
ring system, or an optionally at least mono-substituted, 5- or 6-membered aryi or 
heteroaryl group, which may be condensed with an optionally at least mono- 
substituted mono- or polycydic ring system, an -SQrR^^-moiely, or an -NR^R^- 
moiety, or R^® and R^, identical or different, each represent a Ci-e all<yi group, more 
preferably one of ttiese residues R^^ and R^ represents a hydrogen atom and the 
other one of these residues R^^ and R^ represents an optionally at least mono- 
substituted pyrrolidinyl group, an optionally at least mono-substituted piperidinyl 
group, an optionally at least mono-substituted piperazinyl group, an optionally at least 
mono-subsfituted triazdyl group, an -SQrR^-moiety, or an -NR^R^-moiety, or R^® 
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and R^, identical ordiffidrent, represent a methyl group, an ettiyl group, an n-propyl 
group, an isopropyl group, an n-butyl group, a eeo-butyt group or a terL-bu^ group. 

In a preferred embodiment of the combination of compounds according to the 
invention for a compound according to fbnmula X represents a linear or branched, 
saturated or unsaturated, optionally at least mono-substituted aliphatic group, a 
saturated or unsaturated, opticmally at least mono-substituted, optionally at least one 
heteroatom as ring member containing Cs^ cydoaliphatic group, which may be 
condensed with a mono- or polycyclic ring-system, or an optionally at least mono- 
substituted, 5- or 6-membered aryl or heteroaryi group, which may be condensed 
with a mono- or polycyclic ring system and/or bonded via a methylene (-CH2-) or 
ethylene (-CHrCHg)-group, preferably R^^ represents a Ci^alkyl group, a saturated, 
optionally at least mono-substituted cycloaliphatic group, which may be condensed 
with a mono- or polycyclic ring-system, or a phenyl £^oup, whidi is optionally 
substituted with one or more allcyl groups. 

In a prefenred embodiment of the combination of compounds acceding to the 
invention for a compound according to fomnula X and R^, Identical or different, 
represent a hydrogen atom, an unbranched or branched, saturated or unsaturated, 
optionally at least mono-substituted aliphab'c radical, a saturated or unsaturated, 
optionally at least mono-substituted, optionally at least one heteroatom as ring 
member containing cycloaliphatic group, which may be condensed with an 
optionally at least mono-substituted mono- or polycycGc ring system, or an optionally 
at least mono-substituted, 5- or 6 membered aryl or heten^aryi group, which may be 
condensed with an optionally at least mono-^bstltuted mono- or polycyclic ring 
system and/or bonded via a methylene (-CHr) or ethylene (-CHrCH2)-gn)up. 
preferably R^ and R^, identical or different, represent a hydrogen atom or a 
alkyi radical. 

In a prefen^ed embodiment of the con^ination of compounds according to the 
invention the compound according to general fomiula X is represented by a stmcture 
wherein 
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R^^ represents a phenyl ring, which is mono-substituted with a halogen atom, 
preferably a dilorine atom, in its 4-posltlon, 

R^^ represents a phenyl ring, which Is dl-substituted with two halogen atoms, 
preferably chlorine atoms, in its 2- and 4-position, 

R^^ represents a pyrrolidinyl group, a piperidinyi group, a piperazinyl group, a 
homo-piperazinyl group, a morphollnyi group, or an -NR^^R^-motety, 

R^® represents a hydrogen atom or a linear or branched Ci^kyl group, 

R^ represents a linear or branched Ci^ alkyl group, an -SCVR^-moiety, a 
pyrrolidinyl group, a piperidinyi group, a piperazinyl group, a homo-piperazinyl 
group, a morpholinyl group, a triazolyl group, wheroby each of the heterocyclic 
rings may be substituted with one or more, identical or different, Ci^allcyl 
groups, and 

R^^ represents a phenyl group, which is optionally substituted with one or moro 
Ci-6 alkyl groups, which may be Identical or different, 

optionally in fonm of one of the stereoisomers, preferably enantiomers or 
diastereomers, a raoemate or In fonn of a mixhire of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, In any mixing 
ratio, or a corresponding N-oxide thereof, or a conresponding salt thereof, or a 
oonesponding solvate thereof. 

In a prefened embodiment of the combination of compounds according to the 
invention the combination of compounds comprises at least one compound according 
to fonmula X selected from the group consisting of: 

N-piperidinyl-5-(4-chloro-phenyl)-1 -(2,4-dichlorophenyl)-4,5-dihydro-1 H- 
pyrazol-3-carboxamlde, 
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5-(4-Chloit>-phenyl)-1-(2,4Hlichloro-pheny1)-4,5K^^ 
carboxylic adcl-[1 ,2,4]-triazole-4-yl-amlcle, 

5-(4-Chloit)-phenyl)-1-(2,4Kilchloro-phenylHi5^ 
carboxylic adcl-(4-rnethyl-pip6razin-1-yl)-amicle, 

5-{4-Chloro-phenyl)-1 -(2,4-dlchloro-phenylH5-dlh^ H-pyrazole-3- 
carboxyiic acid diethylamide, 

[5-(4-Chloroi)henyl)-1 -{2,4-<lk*toroi5henyl)-4,5<lihydro-1 H-pyra2ole-3-^- 
plperidine-1 -yt-methanone, 

N-[5-(4-Chloro-phenyl)-1 -(2.4-dichlorophenyl)-4,5-dihydro-1 H-pyrazole-a- 
carbonyQ-4-methylphenylsulfonamlde, 

optionally In the fbnn of a conresponding N-oxIde, a oorre$ponding salt or a 
comesponcBng solvate. 

in a preferred embodiment of the combination of compounds according to the 
invention the combination of compounds comprises at least one compound according 
to formula X selected from 



5-(4-chloro-phenyl)-1 -(2,4<llchlorophenyl)-4,5-dlhydro-1 H-pyrazol-3K»rboxyllc 
acid, 

and 

N-piperidinyl-5-(4-chloro-phenyl)-1 -(2,4-dlchlorophenyl)-4,5-dihydro-1 
pyrazol-3-cartx)xamide; 

each optionally in the fonri of a con'esponding N-oxide, a corresponding salt or 
a corresponding solvate. 
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rn another aspect the present invention also provides a process for the preparattm of 
8ut>stituted pyrazoilne compounds of general formula I or il, wherein is hydrogen, 
given above, In that at least one benzaldehyde compound of general fbnmula III 




(III) 

wherein R^, R^and have the meaning mentioned above, is reacted with a 
pynivate compound of general fonnula (IV) 




O 



(IV), 

wherein G represents an OR group with R being a branched or unbranched 

alkyi radical or G represents an OK group with K being a cation, 
preferably an anorganic Ration, more preferably an alkali metal kation, most 
preferably sodium, to yield a compound of general formula (V) 
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(V) 

which is opbpnaliy isolated anctor qsUonally purified, and which is reacted with 
an optionaily substituted phenyl hydrazine of general formula (VI) 




or a corresponding salt thereof, wherein R^ and R'' have the meaning 
mentioned above, under inert atmo^here, to yield a compound of general 
fbnnula (Vil) 
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(VII) 



wherein R^, R^, R^ R^ R^ and R^ have the meaning as given above, which is 
optionally isolated and/or optionally purified, and optionally esterified to an 
alkyl-ester if in the substituted pyiazoline compound of general fonmula I or II 
according to the invention R^ is a linear or branched Ci^-alkyl group. 

The Inventive process is also illustrated in scheme I given below: 
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Scheme I: 




CHiC(0)C(0)G 
^ 




NHrNH-Ph(R5RW) 




The reaction of the benzaldehyde compound of general formula III with a 
pyaivate compound of general formula IV is preferably earned out in the 
presence of at least one base, more preferably in the presence of an alkali 
metal hydroxide such as sodium hydroxide or potassium hydroxide or an alkali 
metal methoxide such as sodium methoxide, as described, for examine, in 
Synthetic communications, 26(11), 2229-33. (1996). The respective desoiptton 
is hereby Incorporated by reference and forms part of the disclosure. Preferably 
said reaction is earned out in a protic reaction medium such as a Cm aikyi 
alcohol or mixtures of these. 



Reaction temperature as well as the duration of the reaction may vary over a broad 
range. Preferred reaction temperatures range from -10 to the boiling point of the 
reaction medium. Suitable reactton times may vary for example from several minutes 
to several hours. 



Also prefened the reaction of the benzaldehyde compound of general formula 
ill with a pymvate compound of general fonmjla iV is carried out under add 
catalysed conditions, more preferably by refiuxing the mixture in 
dichlommethane in the presence of copper(ll)trifluoromethanesulfonate as 
described, for example, in Synlett, (1), 147-149, 2001. The respective 



24 



wo 2005/077909 



PCT/EP2005/001465 



description Is hereby inoorporated by reference and forms part of the 
disclosure. 

The reaction of the compound of general formula (V) with an optionally 
substituted phenyl hydrazin of general fomiula {VI) Is preferably carried out in a 
suitable reaction medium such as Ci^-alcohols or ethers such as dioxane or 
tetrahydrofurane or mixtures of at least two of these afore mentioned 
compounds. Also preferably, said reaction may be canled out in the presence 
of an add, whereby the add nnay be oiganrc such as acetic add and/or 
inorganic such as hydrochloric add. Furthemnore, the reaction may also be 
canied out in the presence of a base such as piperidine, piperazine, sodium 
hydroxide, potassium hycbroxide, sodium methoxide or sodium ethoxide, or a 
mixture of at least two of these bases may also be used. 

Reaction tempereture as well as the duration of the readion may vaiy over a broad 
range. Suitable reaction temperatures range frem room temperature, I.e. 
approximately 25 ""C to the boiling point of the reaction medium. Suitable reaction 
times may vary for example from several minutes to several hours. 

The carboxylic group of the compound of general formula (VII) may be activated for 
further reac^ons by the introduction of a suitable leaving group according to 
conventional methods weli known to those skilled In the art. Preferably the 
compounds of general formula (VII) are transfenBd Into an add chkulde, an acid 
anhydride, a mixed anhydride, a Cm alkyi ester, an activated ester such as p- 
nltrophenylester. Other well known methods for the activation of adds Indude the 
activatk>nwith N,N-dlcyclohexylcarbodiimideorbenzotriazol-N- 
oxotris(dimethylamlno) phosphonlum hexafluorophosphate (BOP)). 

If said activated compound of general fonnula (VII) is an add chloride, it is 
preferably prepared by reaction of the con^esponding add of general fonmula 
(VII) with thionyl chloride or oxalyl chloride, whereby said chlorinating agent is 
also used as the solvent Also preferably an additional solvent may be used. 
Suitable sdvents indude hydrocarisons such as benzene, toluene or xylene, 
halogenated hydrocarbons sxxcp as dichloromethane, chlorofonn or cart)on 
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tetrachloride, ethers such as diethyl ether, dioxane, tetrahydrofurane or 
dimethoxyethana Mixtures of Iwo or rru>re solvents from one dass or two or 
niore solvents from different classes may also be used. Preferred reaction 
temperature range from 0° C to the tx)lling point of the solvent and reaction 
times from several minutes to several hours. 

If said activated compound of general formula (Vii) is a mixed anhydride, said 
anhydride may preferably be prepared, for exaunple, by reaction of the corresponding 
acid of general formula (VII) with ethyl chloroformiate In the presence of a base sudi 
as triethylamine or pyridine, in a suitable solvent 

Following that the activated compound can be reacted with an allcyl-alcohoi to arrive 
at compounds according to general formulas I or II with being a a linear or 
branched Ci^-alkyl group* 

During the processes described above the protection of sensitive groups or of 
reagents may be necessary and/or desirabte. The introduction of conventional 
protective groups as well as their removal may be performed by methods well-known 
to those sidlled in the art 

If the substituted pyrazoline compounds of general formula I or II themselves are 
obtained in fomn of a mixture of stereoisomers, particulariy enantiomers or 
diastereomers, said mixtures may be separated by standard procedures known to 
those skilled in the art, e.g. chromatographic methods or fracHonalized crystallization 
with chiral reagents. It Is also possible to obtain pure stereoisomers via 
stereoselective synthesis. 



In a further aspect the present Invention also provMes a process for the preparation 
of salts of substituted pyrazoline compounds of general fomiula I or 11 and 
stereoisomers thereof, wherein at least one compound of general formula I or II 
having at least one basic group is reacted with at least one inorganic and/or drganic 
acid, preferably in the presenc^ of a suitable reaction medium. Suitable reaction 
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media indude, for example, any of the ones given above. Suitable Inorganic acids 
include hydrochloric add, hydrobromic add, phosphoric add, sulfuric acid, nitric add, 
suitable organic adds are ag. dtrtc add, mateic add. fumaric add, tartaric add, or 
derivatives thereof, p-toluenesulfonic acid, methanesuifonic acid or campheisulfbnic 
add. 

In yet a further aspect the present invention also provides a process for the 
preparation of salts of substituted pyrazoline compounds of general formula I or II or 
stereoisomers thereof, wherein at least one compound of general fonnula I or II 
having at least one addic group is reacted with one or more suitable bases, 
preferably in the presence of a suitable leaction medium. Suitable bases are e.g. 
hydroxides, cartx)nates or alkoxldes, which indude suitable cations, derived e.g. from 
alkaline metals, allcaline earth metals or organic catims, e.g. [NHnFU^, wherein n is 
0, 1 , 2, 3 or 4 and R repiBsents a branched or unbranched Ci^-alkyl-radical. Suitable 
reaction media are, for erample, any of the ones given above. 

Solvates, preferably hydrates, of the substituted pyrazoline compounds of general 
formula I or II, of conresponding stereoisomers, of corresponding N-oxides or of 
corresponding salts thereof may also be obtained by standard procedures known to 
those skilled in the art 

Substituted pyrazoline compounds of general fonnula I or li, which comprise 
nitrogen-atom containing saturated, unsaturated or aromatic rings may also be 
obtained in the fomri of their N-oxides by methods well known to those skilled in the 
art. 

The purification and isolation of the inventive substituted pyra2K)line compounds of 
general fbnmula I or II, of a comesponding stereoisomer, or salt, or solvate or any 
intennediate thereof may, if required, be carried out by conventional methods known 
to those skilled in the art, e.g. chromatographic methods or recrystailization. 

The substituted pyrazoline compounds of general fonnula I and II given below, their 
stereoisomers, conresponding N-oxides, conresponding salts thereof and 



27 



wo 2005/077909 PCTyEP2005/001465 



conresponding solvates are toxicolo^cally acceptable and are therefore suitable as 
pharmaceutical active substances for the preparation of medicaments. 

It has been found that the substituted pyrazoiine compounds of general fomiula (I) 
and (II) given below, stereoisomers thereof, N-oxides thereof, corresponding salts 
and corresponding soh/ates have the properly to regulate triglyceride levels in blood 
plasma. 

The combination of compounds comprising sid)Stituted pyrazoiine compounds of 
general formula (I) and (11) given below, their stereoisomers, corresponding N-oxides, 
conesponding salts thereof and conesponding solvates and of substituted pyrazoiine 
compounds of general fonmula (X) given below, their stereoisomers, corresponding 
N-oxides, corresponding salts thereof and conresponding solvates are toxicologically 
acceptable and are therefore suitable as pharmaceutical active substances for the 
preparation of medicaments. 

It has been found that the substituted pyrazoiine compounds of general fonnula X 
given below, stereoisomers thereof, N-oxides thereof, corresponding salts and 
conBsponding solvates have a high affinity to cannabinoid receptors, particularly 
cannabinoid 1 (CBi)-receptors, i.e. they act as antagonists on ttiese receptors. In 
particular these pyrazoiine compounds show litte or no development of tolerance 
during treatment particularly vritii respect to food intake. After ending tiie treatment 
witii tiie pyrazoiine compounds, reduced increase of body weight is found compared 
to the pre-treatment level. 

Thus, anotiier aspect of the present invention relates to a Medicament comprising at 
least one substituted pyrazoiine compound of general fonnula I or 11 according to tiie 
invention and optionally one or more phannaceutically acceptable eoK^ipients. 

Thus, anotiier aspect of the present invention relates to a Medicament comprising at 
least one substituted pyrazoiine compound of general fonnula I 
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O 



I 



wherein 

represents hydrogen or a linear or branched CM-allcyl group, 

R^, and R^ independently of each other represent hydrogen, a linear or 
branched Ci^-alkyl group, a linear or branched Ci^-allcoxy group, a halogen 
atom, CH2F, CHFz, CF3, CN, OH, NO2, -{C=0)-R^ SH, SR^ SOR^ S02R^ 
NH2, NHR®, NRW. -{C=0)-NH2. -(C=0)-NHR^ or -(C=0)-NR®R^ whereby R* 
and R^ for each substituent independently represent linear or branched Ci^ 
aikyi, 

R^ R® and R^ independently of each other represent hydrogen, a linear or 
branched Ci-s-all^yl group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F, CHF2, CF3. CN. OH. NQ2, -(C=0)-R^^ SH, Stf ^ SOR^°, NH2, 
NHR^^ NR' W\ -(C=0)-NH2. -(C=0)-MHR^^ and -(C=0)-NR^^R^\ whereby 
R^^ and optionally R^^ for each substituent independently represent linear or 
branched Ci^ alkyi; 
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optionally in fonn of one of the sterBoisomers, preferably enantiomers or 
diastsreomers, a racemate or in fomn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 
ratio, or a comesponding N-oxide thereof, or a conBsponding salt thereof, or a 
corresponding solvate ttiereof, 

and optionally one or more phamnaceutically acceptable esojplents. 

In an embodiment of the medicament according to the invention for the compound 
according to fomiula I at least one of R^, or represents hydrogen, while at least 
one of R^, R^ or R* is different from hydrogen. 

In an embodiment of the medicament aocording to the invention for tiie compound 
aoconiing to fomnula I at least one of R^, R^ or R^ represents hydrogen, while at least 
one R®, or R^ Is dHferentfrom hydrogen. 

In an embodiment of flie medicament according to the invention for the compound 
according to fonmula I R^ and R^independenfly of each other rspresent hydrogen, 
a linear or branched Ci^alkyl group, a halogen atom, or CF3, preferably R^, R^ and 
R^independenfly of each otiier represent hydn^gen, metiiyl, ethyl, F, CI, Br and CF3. 

In an embodiment of tiie medicament according to the invention for tiie compound 
aocording to fomnula I R^, R^ and R^ independently of each other represent 
hydrogen, a linear or branched Ci-e-alkyI group, a halogen atom, or CF3, preferably 
R^, R^ and R"^ independently of each other represent hydrogen, metiiyl, ethyl, F, CI, 
BrandCFa. 

In an embodiment of the medicament according to tiie invention fertile compound 
aocording to fomnula I R^ represents a chlorine atom In ttie 4-position of the phenyl 
ring, while R^ and R^ represent hydrogen. 

In an embodiment of the medicament according to the invention for the compound 
according to formula I and R^ each represent a chlorine atoms in the 2- and 4^ 
position of the phenyl ring, whije R^ represents hydrogen. 
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In an embodiment of the medicament according to the invention for the compound 
according to formuia I n^jresents hydrogen, methyl or ethyl, preferably hydrogen. 

In an embodiment of the medicament according to the invention the compound 
aocortling to formula I is represented by a compound of general formuia (II) 




n 



wherein 

R^ represents hydrogen or a linear or branched Ci^-allcyl group, 

R^^ R^^ R^"* or R^^ Independently of each other represent a linear or branched 
Ci^ralkyl group, a linear or branched Ci^-ali<axy group, a halogen atom, 
CH2F, CHF2, CF3. CN. OH, NO2, SH, NH2. hydrogen, methyl, ethyl, F, CI, Br 
and CFd, 

optionally In form of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in torn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 



31 



wo 2005/077909 PCT/EP2005/001465 



ratio, or a corresponding N-oxide thereof, or a conresponding salt thereof, or a 
corresponcRng solvate thereof. 

In an embocfiment of the medicament according to the invention for the compound 
according to fonmula II R^^ and R^^ independently of each other represent hydrogen, 
a linear or branched Ci^alkyl group* a halogen atom, or CFs, preferably R^^ and R^^ 
independently of each other represent hydrogen, methyl, ethyl, F, CI, Br and CF3. 

in an embodiment of the medicament according to the invention for the compound 
according to formula 11 R^^ and R^^ Independently of each other represent hydrogen, 
a linear or branched Ci^all<yi group, a halogen atom, or CPs, preferably R^^ and R^^ 
independently of each other represent hydrogen, methyl, ethyl, F, CI, Br and CF3. 

in an embodiment of the medicament according to the invention for the compound 
according to fbnnula II R^^ represents CI and R^ represents hydrogen. 

in an embodiment of the medicament according to the invention for the compound 
according to fonmula II R^^ ami R^^ each represent CI. 

In an embodiment of the medicament according to the invention for the compound 
according to fonmula II R^ represents hydrogen, methyl or ethyl, preferably hydrogen. 

In an embodiment of the medicament according to the invention the compound 
according to fomiulas I or II is selected from the group consisting of: 

5-(4-chlon>-phenyl)-1 -(2,4-dichlorophenyO-4,5-dihydn>1 Hi>yrazoi-3-carb03Q(lic 
add, 

optionally in the fonm of a conresponding N-oxide, a oonesponding salt or a 
conresponding solvate. 

Another aspect of the invention is a medicament comprising at least one combination 
of compounds according to the invention and optionally one or more 
phamfiaceutlcally acceptable e^cipients. 
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In an embodiment of the medicaments aooording to the invention the medicament is 
for the reguiation of trigiyceifde levels in the blood plasma and for the prophylaxis 
and/or treatment of disorders of the central nervous system, especially stroke, of 
disorders of the cardiovascular system and of of food intake disorders, preferably 
bulimia, anorexia, cachexia, obesity, type II diabetus mellitus (non-insullne 
dependent diabetes mellitus), preferably (d)esity and diabetis. 

In an embodiment of the medicament comprising the compound according to formula 
I or II according to the invention the medicament te for the prophylaxis and/or 
treatment of disoniers of the central nen/ous system, cfisorders of the Immune 
system, disorders of the canltovascular system, disorders of the endocrinous system, 
disorders of the respiratory system, disoniers of the gastrointestinal tract or 
reproductive disorders. 

In an embodiment of the medicament comprising the combination according to the 
Invention the medicament is for the modulation of cannabinoid-receptors, preferably 
cannabinokl 1 (CBi) receptors, for the prophylaxis and/or treatment of disorders of 
the central nen/ous system, disorders of the immune system, disorders of the 
cardiovascular system, disorders of the endocrinous system, disorders of the 
resplratoiy system, disonjers of the gastrointest'nal tmct or reproductive disorders. 

In an embodiment of the medteamente according to the Invention the medicament Is 
for the pn)phylaxis and/or treatment of food Intake disorders, preferably bulimia, 
anorexia, cachexia, obesity, ^e II diabetus mellitus (non-insuline dependent 
diabetes mellitus), preferably obesity. 

In an embodiment of the medicaments according to the Inventton the medicament is 
for the prophylaxis and/or treatment of psychosis. 

In an embodiment of the medicaments according to the invention the medicament is 
for the prophylaxis and/or treatment of alcohol abuse and/or addiction, nicotine abuse 
and/or addiction, daig abuse and/or addiction and/or medicament abuse and/or 
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addction, preferably drug abuse and/or adcRc&on end/or niootine abuse and/or 
addiction. 

In an embodiment of the medlcanients according to the Invention the medicament is 
for the prophylaxis and/or treatment of one or more disorders selected from the group 
consisting of schizophrenia, anxiety, depression, epilepsy, neurodegenerative 
disorders, cerebellar disorders, spinocerebellar disorders, cognitive disorders, cranial 
trauma, panic attacl<s, peripheric neuropathy, glaucoma, migraine, Morbus 
Parkinson, MoriDUS Huntington, Morbus Alzheimer, Raynaud's disease, tremblement 
disorders, compulsive disorders, senile dernentia, thymic disoitlers, tardive 
dyskinesia, bipolar disorders; bone disorders including osteoporosis or Pagef s 
disease of bone; cancer, preferably for the prophylaxis and/or treatment of one or 
more types of cancer selected from the group consisting of brain cancer, bone 
cancer, Hp cancer, mouth cancer, esophageal cancer, stomach cancer, liver cancer, 
bladder cancer, pancreas cancer, ovary cancer, cervical cancer, lung cancer, breast 
cancer, skin camcer, colon cancer, bowl cancer and prostate cancer, more preferably 
for the prophylaxis and/or treatment of one or more types of cancer selected from the 
group consisting of colcon cancer, bowel cancer and prostate cancer; medicament- 
induced movement disorders, dystonia, endotoxemic shock, hemorragic shock, 
hypotenston, Insomnia, immunologic disorders, sclerotic plaques, vomiting, dianf)ea, 
asthma, memory disorders, pruritus, pain, or for potentiation of the analgesic effect of 
narcotic and non-narcotic analgesics, or for influencing Intestinal transit 

Said medicaments may also comprise any combination of one or more of the 
substituted pyrazollne compounds of general fonmuia I given above, stereoisomers 
thereof, ooniesponding N-oxkles thereof, physiologically acceptable salts thereof or 
physiologically acceptable solvates thereof. 

Particulariy preferably said medicaments are suitable for the prophylaxis and/or 
treatment of alcohol abuse, drug abuse and/or medicament abuse, preferably drug 
abuse and the treatment of obesity. 
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Medicaments and/or drugs, which are frequently the subject of misuse Include 
opidds, barbiturates, cannabis, cocaine, amphetamines, phenqfclidine, 
hallucinogens and benzodteceplnes. 

The medicament according to the present invention may be in any form suitable for 
the application to humans and/or animals, preferably hurr^ans including infants, 
children and adults and can be produced by standard procedures known to those 
skilled in the art The composition of the medicament may vary depending on the 
route of administration. 

The medteament of the present invention may for example be administered 
parentally in combination vrith conventional in}ectable ik^uid canters, such as water or 
suitable alcohols. Conventional phamnaceutical eso^iplents for injection, such as 
stabilizing agents, solubilizing agents, and buffers, may be Included In such injedable 
composifions. These medicaments nnay for example be injected intramuscularly, 
intraperitoneally, or intravenously. 

Solid oral compositions (whk:h are prefeaed as are liquid ones) may be prepared by 
conventional methods of blending, filling or tablettlng. Repeated blending operations 
may be used to distribute the active agent throughout those compositions employing 
large quantities of fillers. Such operations are conventionai In the art The tablets may 
for example be prepared by wet or dry granulation and optionally coated according to 
the metiiods well known in nomnai phannaceutk:al pradice., in particular with an 
enteric coating. 

The mentioned fonnulations will be prepared using standard methods such as those 
described or referred to In tfie Spanish and US Phannacopeias and similar referenoe 
texts. 

Medicaments according to the present invention may also be fomnulated into orally 
administrabie compositions containing one or more physiologically compatible 
carriers or exdpients, in solid or ik^uid fonn. These compositions may contain 
conventional Ingredients such as binding agents, fillers, lubricants, and acceptable 
wetting agents. The composlti^s may take any convenient form, such as tablets, 
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pellets, capsules, lozenges, aqueous or oily solutions, suspensions, emulsions, or 
dry powdered fonns suitable for reoonstituHon wHh water or other suitable liquid 
medium before use, for Immecfiale or retarded release. 

The liquid oral fonms for adndnistration may also contain certain additives such as 
sweeteners, flavoring, preservatives, and emulsifying agents. Non-aqueous liquid 
compositions for oral administration may also be formulated, containing edible oils. 
Such liquid compositions may be conveniently encapsulated in e.g., gelatin capsules 
in a unit dosage amount 

The compositions of the present invention may also be administered topically or via a 
suppository. 

The daily dosage for hunrtans and animals may vary depending on bdors that have 
their basis in the respective spedes or other factors, such as age, sex, weight or 
degree of illness and so fortti. The daily dosage for humans may preferably be In the 
range fromi to 2000, preferably 1 to 1500, more preferably 1 to 1000 milligrams of 
active subsbnce to be administered during one or several intakes per day. 

Another pretended aspect of ^e invention is the use of at least one substituted 
pyrazoline compound of fbnmuia I or II according to the invention or at least one 
combination of compounds accorxJing to the invention (and optionally one or more 
phamiaceutically acceptable excipients), for the preparation of a medicament for the 
regulation of triglyceride levels in the blood plasma and for the prophylaxis and/or 
treatment of disorders of the central nervous system, especially stroke, of disorders 
of the cardiovascular system and of food intake disorders, especially bulimia, 
anorexia, cachexia, obesity, type II diabetus mellitus (non-lnsuilne dependent 
diabetes mellitus), preferably obesity and diabetis. 

Another prefen'ed aspect of the invention is the use of at least one substituted 
pyrazoline compound of fonnaula i or II according to the invention (and optionally one 
or more pharmaceutically acceptable exdpients,) for the preparation of a 
medicament for the prophylaxis and/or treatment of disonJers of the central nervous 
system, disorders of the immuj^e system, disorders of the cardiovascular system, 
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disorders of the endocrinous system, disorders of the respiratory system, disorders of 
the gastrointestinal tract or reproductive disorders. 

Another prefenred aspect of the invention is the use of at least one combination of 
compounds according to the invention (and optionally one or more phamiaceuticaily 
acceptable exdpients.) for the preparation of a medicament for the modulation of 
cannabinoid-receptors, preferably cannabinold 1 (CBi) receptors, for the prophylaxis 
andtor treatment of disorders of the central nervous system, disorders of the Immune 
system, disorders of the cardiovascular system, disorders of the enctocrinous system, 
disorders of the respiratory system, disorders of the gasfrointestlnal tract or 
reproductive disorders. 

Another preferred aspect of the invention is the use of at least one substituted 
pyrazoline compound of fomiula I or II according to the invention or at least one 
combination of compounds according to the invention (and optionally one or more 
phamnaceutically acceptable exciplents), for the preparation of a medicament for the 
prophylaxis and/or treatment of food intalce disorders, preferably bulimia, anore}da, 
cachexia, obesity, type il diabetus meilitus (non-insuline dependent dial>etes 
mellitus), preferably obesity. 

Another preferred aspect of the invention Is the use of at least one substituted 
pyrazoline compound of fbnmula I or II according to the invention or at least one 
combination of compounds according to the invention (and optionally one or more 
phamnaceutically acceptable exciplents), for the preparation of a medicament for the 
prophylaxis and/or treatment of psychosis. 

Another prefen'ed aspect of the invention is the use of at least one substituted 
pyrazoline compound of formula I or II according to the invention or at least one 
combination of compounds according to the invention (and optionally one or more 
phamnaceutically acceptable exciplents), for the preparation of a medicament for the 
prophylaxis and/or treatment of alcohol abuse and/or addicfion, nicotine abuse and/or 
addiction, medicament abuse and/or addiction and/or dmg abuse and/or addiction, 
preferably drug abuse and/or addiction or nicotine abuse and/or addiction. 
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Another preferred aspect of the invention is the use of at least one substituted 
pyrazoiine compound of formula 1 or II according to the invention or at least one 
combination of compounds according to the Invention (and optionally one or more 
phamiaceuticaliy acceptable exdpients), Ibr the prq)aration of a medicament for the 
prophylaxis and/or treatment of one or mors disorders selected from the group 
consisting of schizophrenia, anxiety, depression, epilepsy, neurodegenerative 
disorders, cerebellar disorders, spinocerebellar disorders, cognitive disorders, cranial 
trauma, panic attaclcs, peripheric neuropathy, glaucoma, migraine. Morbus 
Parkinson, Morbus Huntington, Morbus Alzheimer, Raynaud's disease, tremblement 
disorders, compulsive disorders, senile dementia, thymic disorders, tardive 
dysldnesia, bipolar disorders; bone disorders including osteqx}rosis or Pagef s 
disease of bone; cancer, preferably for the prophylaxis and/or treatment of one or 
more types of cancer selected from the group consisting of brain cancer, bone 
cancer» lip cancer, nrKXith cancer, esophageal cancer, stomach cancer, liver cancer, 
bladder cancer, pancreas cancer, ovary cancer, cenrical cancer, lung cancer, breast 
cancer, sidn camcer, colon cancer, bowl cancer and prostate cancer, more preferably 
for the prophylaxis and/or treatment of one or more types of cancer selected from the 
group consisting of colcon cancer, bowel cancer and prostate cancer; medicament- 
induced movement disorders, dystonia, endotoxemic shoclc, hemorragic shocic, 
hypotension, insomnia, immunologic disorders, sderotic plaques, vomiting, diarrhea, 
asthma, memory disorders, pruritus, pain, or for potentiation of the analgesic effect of 
narcotic and non-narcotic analgesics, or for influencing intestinal transit 

Another prefemed aspect of the invention is the use of at least one substituted 
pyrazoiine compound of general formula I 
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I 

wherein 

represents hydrogen or a linear or branched Ci^-ailcyi group, 

1^, and independently of each other represent hydrogen, a linear or 
branched Ci-ralkyI group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F. CHF2, CF3, CN, OH. NO2, -(C=0)-R^ SH, SR®, SOR^ SO2R® 
NH2, NHR^ NR®R^ -(C=0)-NH2, -(C=0)-NHR® or -(C=0)-NR^R^ whereby R^ 
and R^ for each substituent independently represent linear or brandied 
allcyi, 

R^, R® and independently of each other represent hydrogen, a linear or 
branched Ci^kyl group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F, CHF2. CFs, CN. OH, NOa, -(C=0)-R^^ SH, SR^^ SOR^^ NH2. 
NHR^° NR^W\ -(C=0)-NH2. -(C=0)-NHR^« and -(0=0)-NR^W\ whereby 
R^^ and optionally R^^ for each substituent Independently represent linear or 
branched Ci^ alkyi; 

optionally In forni of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racem^te or in fonn of a mixture of at least two of the 
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Stereoisomers, preferably enantiomers and/or diastereomers, In any mixing 
ratio, or a conresponding N-oxIde thereof, or a conesponding salt thereof, or a 
oonesponding solvate thereof; 

and optionally one or more phannnaceutlGally acceptable excq)ient8, for the 
preparation of a medicament for the regulation of triglyceride levels in the 
blood plasma and for the prophylaxis and/or treatment of disorders of 
disorders of the central nen^ous system, especially stroke, of disorders of the 
cardiovascular system and of food intake disorders, especially bulimia, 
ancmm. cachexia, obesity, type II diabetus mellitus (non-insuline dependent 
diabetes mellitus), preferably obesity and diabetis* 

Another preferred aspect of the invention is the use for the manufacture of a 
medicament of at least one substituted pyrazollne compound of formula I for which at 
least one of R^, or represents hydrogen, while at least one of R^ or R^ Is 
different from hydrogen for the manufacture of a medicamentfor the regulation of 
triglyceride levels in the btood plasma and for the prophylaxis and/or ^eatment of 
disorders of disorders of the central nervous system, especially stroke, of disorders of 
the canjiovascular system and of food intake disorders, especially bulimia, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-insuline dependent diabetes 
mellitus), preferably ot>esity and diabetis. 

Another pretended aspect of the invention is the use of at least one substituted 
pyrazollne compound of formula I for whkdi at least on of R^ or R^ represents 
hydrogen, while at least one R^ R® or R^ is different from hydrogen for the 
manufecture of a medicamentfor the regulatton of triglyceride levels in the blood 
plasma and for the prophylaxis and/or treatment of disorders of disorders of the 
central nervous system, especially stroke, of disorders of the cardtovascular system 
and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type II 
diabetus mellitus (non-insuline dependent diabetes mellihjs), preferably ot>esity and 
diabetis. 

Another preferred aspect of the invention is the use of at least one substituted 
pyrazollne compound of fonnu|^ I for which Fl^, R^ and R^ independently of each 
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Other represent hydrogen, a linear or i>ranched Ci^alkyl group, a halogen atom, or 
CFs, prefersdaly Ft^, and r5 independently of each other represent hydrogen, 
methyl, ethyl, F, CI, Br and CFsfor the manufac^re of a medicamentfbr the regulation 
of triglyceride levels in the blood plasma and for the prophylaxis and/or treatment of 
disorders of disorders of the central nervous system, espedaliy stroke, of disorders of 
the cardiovascular system and of food intake disorders, especially bulimia, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-lnsuiine dependent diabetes 
mellltus), preferably obesity £uid diat)etis« 

Another prefenred aspect of the invention is the use of at least one substituted 
pyrazoiine compound of fonnula I for which R^ and R^ independently of each 
other represent hydrogen, a linear or branched Ci^alkyl group, a halogen atom, or 
CF3, preferably R® and R^ independently of each other represent hydn^gen, 
methyl, ethyl, F, CI, Br and CFsfor the nrmnufeicture of a medteamentfbr the regulation 
of triglyceride levels in the blood plasma and for the prophylaxis and/or treatment of 
disorders of disorders of the central nen^ous system, especially stmke, of disorders of 
the cardiovascular system and of food intake disorders, especially bulimia, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-insuline dependent diabetes 
mellitus), preferably obesity and diabetis. 

Another pref ened aspect of the invention is the use of at least one substituted 
pyrazoiine compound of fomnula I for which R^ represmts a chlorine atom in the 4- 
positton of the phenyl ring, while R^ and R^ represent hydrogen for the manufacture 
of a medicamentfor the regulation of triglyceride levels in the blood plasma and for 
the prophylaxis and/or treatment of disorders of disorders of the central nervous 
system, especially stroke, of disorders of the cardiovascular system and of food 
intake disorders, especially bulimia, anorexia, cachexia, obesity, type II diabetus 
mellitus (non-insuline dependent diabetes mellitus), preferably obesity and diabetis. 

Another prefeaed aspect of the invention is the use of at least one substituted 
pyrazoiine compound of fonnuia I for which and R^ each represent a chlorine 
atoms in the 2- and 4-positfon of the phenyl ring, while R^ represents hydrogen for 
the manufacture of a medicamentfbr the regulation of triglyceride levels in the blood 
plasma and for the prophylaxis and/or treatment of disorders of disorders of the 
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central nervous system, especially stroke, of disorders of the cardiovascular system 
and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type II 
diabetus mellitus (non-lnsullne dependent diabetes mellitus), preferably obesity and 
diabetis. 

Another preferred aspect of the Invention Is the use of at least one substituted 
pyrazoline compound of fomnula I for which represents hydrogen, meth^ or ethyl, 
preferably hydrogen for the manufacture of a medicamentfor the regulation of 
triglyceride levels in the blood plasma and for the prophylaxis and/or treatment of 
disorders of disorders of the central nen^ous system, especially stroke, of disorders of 
the cardiovascular system and of food intake disorders, especially bulimia, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-insuline dependent diat>etes 
mellitus), preferably obesity and diabetis. 

Another pnefened aspect of the Invention Is the use of at least one substituted 
pyrazoline compound of fomnula wherein the compound of general fonrnula (I) is 
represented by a compound of general formula (11) 




wherein 
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represents hydrogen or a linear or branched Cv4*alkyl group, 

R^^, R^^ R^* or R^^ Independently of eadi other represent a linear or branched 
Ci^lkyl group, a linear or branched Ci-e-alkoxy group, a halogen atom, 
CHzF, CHF2, CF3, CN, OH, NO2, SH. NH2, hydrogen, methyl, ethyl, F, CI, Br 
and CF3, 

optionally In fomi of one of the stereoisomers, preferably enanfiomers or 
diastereomers, a racemate or in form of a mixture of at least two of the 
stereoisomers, preferably enantiomers an&or dlastereomers. In any mixing 
ratio, or a coaesponding N-oxIde thereof, or a conresponding salt thereof, or a 
Gonesponding solvate thereof 

for the manufacture of a medicamentfor the regulation of triglyceride levels In 
the blood plasma and for the prophylaxis and/or treatment of disorders of 
disorders of the central nen^ous system, especially stroke, of disorders of the 
cardiovascular system and of food intake disorders, especially bulimia, 
anorexia, cachexia, obesity, type II diabetus mellitus (non-lnsuline dependent 
diabetes mellitus), preferably obesity and diabetis. 

Another embodiment of the Invention is the use of at least one substituted pyrazoline 
compound of fonnula II for whteh R^^ and R^^ Independently of each other represent 
hydrogen, a linear or branched Ci^kyl group, a hatogen atom, or CFs, preferably 
R^^ and R^^ Independently of each other represent hydrogen, methyl, ethyl, F, CI, Br 
and CFaforthe manufacture of a medteamentfor the regulation of triglyceride levels 
in the blood plasma and for the prophylaxis and/or treatment of disorders of disorders 
of the central nervous system, especially stroke, of disorders of the cardiovascular 
system and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, 
type 11 diabetus mellitus (non-insuline dependent diabetes mellitus), preferably 
obesity and diabetis. 

Another embodiment of the invention is the use of at least one substituted pyrazoline 
compound of fomnula II for wNch R^\ and R^^ inctependently of each other represent 
hydrogen, a linear or branched.Ci^alkyl group, a halogen atom, or CF3, prefidrably 



43 



wo 2005/077909 



PCT/EP2005/001465 



R'^ and R^® independemtly of each other represent hydrogen, methyl, ethyl, F, CI, Br 
and CFsfor the manufacture of a medicamentfor the regulation of triglycerkte levels 
in the blood plasma and for fhe prophylaxis and/or treatment of disorders of disorders 
of the central nervous ^stem, especially stroke, of disorders of the cardiovascular 
system and of food intake disorders, especially bulimia, anorexia, cachextei, obesity, 
type II diabetus mellitus (non-insullne dependent diai>etes mellitus), preferably 
obesity and diabetls. 

Another embodiment of the Invention is the use of at least one substituted pyrazoline 
compound of formula II for which R^^ represents CI and R^^ represents hydrogen for 
the manufacture of a medicamentfor the regulation of triglyceride levels in the blood 
plasma and for the prophylaxis and/br treatment of disorders of disorders of the 
central nen/ous sy^m, especially strokOi of disorders of the cardtovascular system 
and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type li 
diabetus mellitus (non-insuline dependent diabetes mellitus), preferably obesity and 
diabetls. 

Another prefenred embodiment of the invention is the use of at least one substituted 
pyrazoline compound of fomiula 11 for which R^^ and R^^ each represent CI for the 
manufacture of a medicamentfor the regulation of triglyceride levels in tiie blood 
plasma and for the prophylaxis and/or treatment of disorders of disorders of the 
central nervous system, esp^ally stroke, of disorders of the cardiovascular system 
and of food intake disorders, ^pecally bulimia, anorexia, cachexia, obesity, type II 
diabetus mellitus (non-insuline dependent diabetes mellitus), preferably obe^ and 
diabetis. 

Another prefenied embodiment of the invention is the use of at least one substituted 
pyrazoline compound of formula 11 for whkdi R^ represent hydrogen, methyl or ethyl, 
preferably hydrogen for the manufacture of a medicamentfor the regulation of 
triglyceride levels in the blood plasma and for the prophylaxis and/or treatment of 
disorders of disorders of the central nervous system, especially stroke, of disorders of 
the cardiovascular system and of food intake disorders, especially txilimla, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-insuline dependent diabetes 
mellitus), preferably obesity and diabetis. 
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Another embodiment of the Invenlion is the use of at least one sul>stituted pyrazoline 
oompound of fomnula I or II for which the compound acoorcQng to formulas I or Ills 
selected from the group consisting of: 

5-(4-chlorai}henyl)-1 -(2,4KJIchlorophenyHf5-dihyd«>-1 H-pyrazol-3-cart)0)cylic 
add. 

optionally in the lorn of a corresponding N-oxide, a comesponding salt or a 
correspondng solvate; 

for the manufacture of a medicamentibr the regulation of triglycerkle levels in the 
blood plasma and for the prophylaxis and/or treatment of disorders of disorders of the 
central nervous system, especially stroke, of disorders of the cardiovascular system 
and of food intake disorders, especially bulimia, anorexia, cachexia, obesity, type 11 
diabetus mellitus (non-Insuline dependent diabetes mellitus), preferably obesity and 
diabetis. 



The present inventton is illustrated below with the aid of examples. These illustrattons 
are given solely by way of example and are not intended to limit the present 
invention. 
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Examples: 

Example 0 represent a compound according to fonnula I or IL 
Example 0: 

5K4"Chloroph8nylVH2/l-dIchlon>phenylHi5-dihy^ 
acid 

a) 4^(4-chlorophenyl)-2-oxo-3-butenoic acid 



In a three neck flask p-chtorobenzaldehyde (13,3 g, 95 mmoles) and ethyl pyruvate 
(10 g, 86 mmoles) were dissolved In 150 ml of absolute ettianoKThe solution was ice- 
cooled to O^'C and an aqueous solution of NaOH (3.8 g in 45 mL water) was added 
dropwise keeping the temperature bek>w or equal to ICC, whereby a yellow-orange 
colored precipitale was fomned. The reaction mbcture was stined for 1 hour at 0*^0 
and an additional 1.5 hours at room temperature (approximaiBly 25 °C). Afterwards 
the reactton mixture was cooled down to approximately 5"^ and the insoluble sodium 
salt of 4-(4-chlorophenyl)-2-oxo-3-butenoic add was isolated by filtration. 

The filtrate was left in the refrigerator overnight, whereby more precipitate is fontied, 
which was filtered off, combined with the first fraction of the salt and washed with 
diethyl ether. The sodium salt of 4-(4-chlorophenyl}-2-oxo-3>butenoic acid was then 
treated with a solution of 2N HCI. stirred for some minutes and solid 4-(4- 
, chlorophenyl)-2-oxo-3-butenolc acid was separated via filtration and dried to give 
12.7 g of the desired product (70% of theoretical yield). 

IR (KBr, cm"^ ) : 3500-2500, 1719.3, 1686.5. 1603,4, 1587,8. 1081,9. 

NMR(CDCl3, 8) : 7,4 (d, J=8.4Hz, 2H), 7,5 (d, J=16,1Hz, 1H). 7,6 (d, J=8,4Hz, 
2H), 8,1(d. J=16,1Hz,1H), 
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a2) S-(4<hlorophenyl)-1K2,4KnchlorophenylH5-dm 
acid 

In an alternative route Instead of using ethylpyruvate the salt CH3-C(0)-C(0)-0* 
Na^ (sodiumpyruvate) was used, dissolved etfianolio water. 

b) 5-(4-ct)loroplienyl>-1 •<2,4-dichloroplienylH»5-dIhydix>-pyrazole-3K:arbo^ 
acid 



4-(4-chlorophenyl)-2-oxo-3-bLitenoic acid obtained according to step a) (12.6 g, 60 
mmoles), 2,4-dichlorophenylhydrazine hydrochloride (12,8 g, 60 mmoles) and glacial 
acetic acid (200 mL) were mixed under a nitragen atmosphere and heated to reflux 
for 4 hours, cooled down to room temperature (approximately 25 ''C) and given into 
ice-water, whereby a sticl^ mass was obtained, vAilch was extracted with mettiylene 
chloride. The combined mettrylene chloride fractions were washed with water, dried 
with sodium sulfeite, filtered and evaporated to dryness to give a pale yellow solid 
(127 g, 57% of theoretical yield). 

IR (KBr. cm"^ ) : 3200-2200, 1668,4, 1458, 1251,4, 1104,8. 

NMR (CDQa, S) : 3.3 (dd, 1H), 3,7 (dd, 1H), 5,9 (dd, 1H). 7,09-7,25 (m, 7H). 

The Examples 1 to 6 represent compounds according to formula X. 



.COOH 
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Example 1: 

Niiiperidiriyi-5-(4^dilorophenyl>-1K2^ichior^ 
pyrazole^carboxamide 

(a) SK4^chlorophenyiH-<2,4-dtehlorophenylHiS^^ 
acid chloride 




Under nitrogen atmosphere 5-{4-chlorophenyl)-1-(2,4-clichtorophenyl)-4.5-clihydro- 
pyrazole^-cart>oxylic acid (2.5 g, 6.8 nfimols) obtained according to Example 0 was 
dissolved in 4 mL of in thionyi cliloride and heated to reflux for 2.5 hours. The excess 
thionyl chloride is removed from the reaction mixture under reduced pressure and the 
resulting crude residue (2.6 g) is used without any further purification. 

IR (KBr, cm'^) : 1732.3. 1700. 1533,3, 1478.1, 1212,9. 826,6. 

Starting from this compound compounds acconJing to general fomnulas I and II 
wherein is a linear or branched Ci^-alkyl group can be prepared reacting this 
compound with the appropriate alkyl alcohol. 

(b) N-piperidinyl-5-(4-chlorophenyl)»1 H2,4KUchlorophenyl)-495<iihydropyra20le- 
3-carboxamide 
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O 



CI 




NH-N 



O 



CI 



Under nitrogen atmosphere N-anfilnopiperidine (0.6 mU 5.6 mmoles) and 
triethylamine (4 mL) were dissolved in methylene chloride (25 mL). The resulting 
mixture was Ice-cooled down to 0"^ and a solution of 5*(4-chlorophenyl)-1 -(2,4- 
dichlorophenyl}-4,5<Dhydro-pyrazole-3-cartx)xylic acid chloride obtained in step (c) in 
methylene chloride (15 mL) was added dropwise. The resulting reaction mixture was 
stin-ed at room temperature (approximately 25 **C) ovemight Aftenwards the reaction 
mixture was washed with water, followed by a saturated aqueous solution of sodium 
bicarbonate, then again with water, dried over sodium sulfate, filtered and evaporated 
to dryness in a rotavapor. The resulting crude solid was crystallized from ethanol. 
The crystallized solid was removed via filtration and the mother liquors were 
concentreted to yield a seoond fraction of crystallized product The two fractions were 
combined to give a total amount of 1 .7 g (57% of theorefical yield) of N-piperidinyl-5- 
(4chlorephenyl)-1-(2,4-dichk)rophenyH*5<fihydrepyrazole-3-caritx^ having a 
melting point of 183-1 86^C. 

IR (KBr, cm-^) : 3222,9. 2934,9. 1647,4, 1474,7, 1268.3. 815.6. 

NMR ( CDCI3. 5) : 1 .4 (m, 2H), 1 .7 (m. 4H), 2,8 (m, 4H). 3.3 (dd. J^.l y 1 8,3Hz, 
1H). 3.7 (dd, J=12,5 and 18,3 Hz, 1H), 5.7 (dd, J=6,1 and 12,5 Hz, 1H), 7,0-7.2 (m, 
6H), 7.4(s.1H). 

The compounds according to the following examples 2-6 have been prepared 
analogously to the process described in Example 1 in combination with Example 0. 
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Example 2: 

5K4^;Moroi)henyq-1-<2,4Klichloro'phenyiH,5-dlhydio^ 
carboxylic acid-[1,2^]triazol-4-yi amide 

Melting point 134-138 >C. 

IR (i<Br, cm-*): 3448, 1686, 1477, 1243, 1091, 821. 

NMR(CDCl3. 5): 3.1 (dd. J=6,2 and 17,9Hz, 1H). 3.7 (dd. J=12.3 and 
17,9Hz, 1H). 5,9 (dd, J=6,2 and 12.3 Hz. 1H), 7,2-7,5 (m, 7H), 8,7 (s, 2H), 12.0 
(bs, 1H). 
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Examples: 

5K4«hton>i>henylH-(2,4-dichloroi>lieiiyl)-4>5<nh H-pyrazole^ 
carboxyllc aeicK4-nietiiyl-pip8razin-1-ylHunlde liydrochloricie 

Melting point 150-1 55«C. 

IR (KBr, cm '} : 3433, 1685, 1477. 1296. 1246, 1088, 1014, 825. 
'H NMR (CDCI3, 6): 2,7 (d, J=4,2Hz. 3H). 3,0-3,4 (m, 9H), 3,6 (dd, J=1 1 ,9 and 
17,9 Hz, 1 H), 5.8 (dd, J=5.5 and 1 1 .9 Hz, 1 H), 7,1 (d, J=8,4Hz. 2H), 7,25 (2d, 
J= 8.4 and 8,7 Hz, 3H), 7,4 (d. J=2,2Hz, 1 H), 7,5 (d, J=8,7Hz. 1 H). 9,8 (s, 1 H). 
11.2 (bs). 

Example 4: 

5K4-ChloR>i}henyi)-1-(2,4-dIchlonHphenylHi5-<fihydro-1l^^ 
carboxyllc acid diethylamide 

This compound was obtained in fomi of an oil. 

IR (film, cm"') : 2974, 1621, 1471, 1274, 1092, 820. 

NMR (CDCI3, 8): 1,2 (m, 6H), 3,3-3.9 (m. 6H), 5,6 (dd, J=5,8 and 11,7 Hz, 
1H), 7-7,25 (m,7H). 

Examples: 

[5-(4-Chlon>-pheiiyl)-1-(2,4-dichlon>-phenyiH^ihydro-1Hiiyi^ 
piperidln-1 -yl-methanone 

■ Melting point 1 05-1 lO^C. 
IR (KBr, cm-^) : 2934, 1622, 1470, 1446, 1266, 1010, 817. 
'H NMR ( CDCI3, 5): 1 ,7 (m, 6H), 3,4 (dd, J=5,7 and 17,9Hz, 1 H), 3,7 (m, 3H), 
3,9 (m, 2H), 5,6 (dd, J=6.1 y 11,9 Hz, 1H), 7-7,25 (m, 7H). 
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Example 6: 

N-[5K4-Chloro-phenylHK2,4«dichlon>-phenyl)-4^d 
carbonyl]*4HnethyHihenyteuIfonamicie 

This compound was obtained in fom of an amorph solid. 
IR (KBr, cm'^) : 1697, 1481. 1436, 1340, 1169, 1074, 853. 

NMR (CDCb. 8): 2,4 (s, 3H). 3,2 (dd, J=6.6 and 18,3Hz. 1H), 3,6 (dd, J=12,8 and 
18,3H2, 1H), 5.8 (dd. J=6,6 and 12,8Hz, 1H). 7 (d, J=8,2Hz. 2H), 7.2 (s. 1H), 7.3-7,4 
(m, 6H), 8 (d. J=8,1Hz, 2H), 9 (s, 1H). 

Example 7: 

N-oxMe of N-pqperidinyh5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5'- 
dihydropyrazole-3-carboxamIde 

Under nitrogen gas as an Inert atmosphere N-piperidinyi-5-(4H^lorophenyl)-1-(2,4- 
dichlorophenyH'S^Rhydropyr^ole-S-carboxamlde (0,15 g, 332 mmoles) was 
dissolved In 7 ml of dichloromethane. The resulting solution was ice-cooled to 0 °C 
and m-chtoroperbenzoic acid (0.204 g, 0,83 mmoles) added in several portions. After 
stirring for 15 minutes a control via thin layer chromatography showed that no starting 
material was remaining. A saturated solution of sodium bicarbonate was then slowly 
added, the organic phase separated, washed with water, dried over sodium suifote 
and filtered. The filtered solution was evaporated to dryness and the crude product 
was purified via column chromatography yielding 78 mg (50 % of theoretical yield) of 
the N-oxIcte of N-piperidinyl-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4,5- 
dihydropyrazole-3-cari3oxamlde in form of a white solid having a melting point of 1 15- 
120 **C. 

IR (KBr, cm-^): 3202, 1678, 1654, 1474, 1309. 1 107. 

'H-NIVIR (CDCI3, 5): 1 .6 (m, 2H), 1 .8-2.0 (m, 4H). 2.55 (m, 2H), 3.3 (dd, J = 6.3 Hz 
and 18.2 Hz, 1H), 3.7 (m, 3H), 5.8 (dd, J = 6.3 Hz and 12.5 Hz, 1H). 7.0-7.3 (m, 7H), 
8.5(s,1H.) 
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Phannacological DadanteUng: 

The compound according to example 0 Is an inhibitor of high blood levels of 
triglioerides. This effect has been probed in obese mice fed with high fat diet In the 
following paragraphs it is described the method and the results obtained in this study. 

I. In-vhfo testing for regulation of triglycerides in blood plasma 

The study was done using six weeks old male mice B6 Lap ob/ob, obtained from 
Charles River (France). Mice were divided in 3 groups : i (controO, II (vehicle), ill 
(example 0). 

Group 1: 

The animals of the group I received the standard diet (D-12450B, Research Diets, 
NJ, USA). 

Group II: 

The animals of the groups II and III were fed with a High Fat Diet (D-12492, 
Research Diets, NJ, USA), in both cases for 7 weel<s (References 1 and 2). 

Group in: 

The animals of the groups III were fed with a High Fat Diet (D-12492, Research 
Diets, NJ, USA), in both ca^ for 7 weelcs (References 1 and 2). 

At the end of the feeding period of 7 wedcs, it was started the treatment period (14 
days): Group 11 mice received the vehicle (10 mi/lcg/day, po, of the aqueous solution 
of acacia gum, 5% W/V). Group III was administered with 30 mg/kg/day, po, of the 
Inventive compound 5^4-chlorophenyl)-1-(2,4-dlchIorophenyl)-4,5-dihydro-pyrazoie- 
3-cartx>xylic add according to Example 0. Group i didnt received any treatment The 
three groups of mice had the same diet than in the previous period. 

At the end of the 14 days period of treatment, the blood levels of triglicerides of the 
animals were detemnined. 
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The analysis of the whole blood samples was done using test strips Tipid paneP and 
the photometric Analyzer Cardio-Check Test System, from PA instruments Polymer 
Technology Systems Indianapolis, lN-46268, USA pstributed in Spain by Novaiab 
ib6ricaS.A.U IMadrid, Spain). 



The results obtained were the following : 



Group 


Diet 


Treatment 


Triglicerides, whole 
blood levels 
(mg/dO 


Relative 
levels 


1 


Standard 




61 


100% 


II 


High Fat 


Vehicle 
10 ml/kg/day 
po 


122.4 (•) 


200.6% 


111 


High Fat 


Example 0 
30 mg/kg/day 
po 


67.5 (N.S.) 


110.6% 



NS : Not significant diference, compared with Group I. 



The results showed that Group II mice receiving high fat diet had significantly higher 
triglicerides blood levels than the control Group 1. But the administration of the 
compound according to Example 0 (Group III) improved the triglicerides blood levels, 
which were not different of the levels of the group I, which received standard diet. 

Hgure 1 shows the dear reduction of triglyceride levels in Mood plasma. The level 
(Group ill) returns to the control level of Group I compared to the deariy raised levels 
found in Vne Group II without the treatment with the compound according to Example 
0. 



Thus, it has been proved the inhibitory effect of the inventive compound 5-(4- 
chlorophenyl)-1-(2,4-dichlorophenyl)-4,5-dihydfO-pyrazole-3-carboxylic add 
according to Example 0. on the high blood levels of triglicerides. 
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II. In-vlvo testing for regulation of triglycerides in blood plasma 

In a second set of experiment carried out similar to the tests shown above the TG 
(triglyceride) levels of diet-induced obese mice in blood were detennlned. 
Mice receiving a high feX diet were - after a feeding period of 6 days - either treated 
p.o. with vehicle (0,5 % HPMC) or with the compour>d according to example 0 (30 
mg/kg/dayp.o.). 

TG levels in blood were determined on day 28 after beginning of the treatment 

TG (triglyceride) levels were 1 .28 ± 25 mmoles/l in the group treated with vehicle and 
only 0.80 ± 0.07 mmoles/i in the group treated with the inventive compound 5-(4- 
chlorophenyl)-1 -(2,4-dichiorophenyi)-4,5-dihydroi>yrazoie-3-carboxylic acid 
according to Example 0. The results were statisticaily highly significant with an 
ANOVA factorial, Rshef s post-hoc test of *^ p<0.005 vs. vehicle. 

Thus, again the inhibitory effect of the friventive compound 5-(4-chlorophenyl)-1-(2,4- 
dichlorophenyl)-4,5-dihydro-pyrazole'3-carboxyllc acid according to Example 0 on 
the high blood levels of triglicerides was demonstrated. 
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Claims: 

1 . Substituted pyrazoline oompounds of genera! formula I, 




I 



wherein 

represents hydrogen or a finear or branched CM-alkyI group, 

R^ and independently of each other represent hydrogen, a linear or 
branched Ci-e-alkyl group, a linear or branched Ci^alkoxy group, a halogen 
atom. CHzF, CHF2, CF3. CN, OH, NO2, KC=0)-R«, SH, SR®, SOR^ S02R^ 
NH2, NHR^ NRW, -(C=0)-NH2, -{C=0)-NHR« or -(C=0)-NRW whereby R» 
and R^ for each substituent Independently represent linear or branched Ci^ 
alkyl. 

R^ and R^ Independently of each other represent a linear or branched Ci^ 
alkyi group, a linear or branched Ci-ff-alkoxy group, a halogen atom, CH2F, 
CHF2, CF3, CN, OH. N0& -(C=0)-R^^ SH, SR^^ SOR^^ NH2, NHR^^, 
m'^W', -(C=0).NH2, -(C=0)-NHR^<> and -(C=0).NR^«R". whereby R^*> and 
optionally R^^ for each substituent Independently represent linear or (branched 
Ci-salkyl; 
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repiBsents hydrogen, a linear or branched Ci^kyl group, a linear or 
brEUTched Ci^aikQxy group, a halogen atom, CH2F, CHF2, CF3, CN, OH, NQ2, 
.(C=o).Rio^ SH, SR^*^, SOR'^ NHa. NHR^^ NR^W\ -(C=0)-NH2, -(C=0)- 
NHR^^ and -(C=0)-NR^ W\ whereby R^° and optionally R" for each 
substituent independently represent linear or branched allcyl; 

with the proviso that 

if R^ and R^ are H and R^ and R® both represent CI in the 3- and 4ix>srtion of 
the phenyl ring neither of R^, R^ and R* may represent F in the 4i)Osition of 
the phenyl ring if the other two of R*, R* and R* both represent H; 

optionally in fonn of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in form of a mixture of at least two of the 
stereoisomers, preferably enantiomers andtor diastereomers, in any mixing 
iBtk), or a corresponding N-oxida fliereof , or a corresponding salt thereof, or a 
corresponding solvate thereof. 

Compounds according to claim 1 , characterized In that at ieast one of R^, R^ 
or R'* represents hydrogen, while at least one of R^ R^ or R"* is different from 
hydrogen. 

Compounds according to any one of claims 1 or 2, characterized in that R^ 
represents hydrogen. 

Compounds according to any one of claims 1 to 3, characterized In that R^, R^ 
and R^ independently of each other represent hydrogen, a linear or branched 
Ci-rall<yl group, a halogen atom, or CF3, preferably R^, R® and R* 
indepenctently of each other represent hydrogen, methyl, ethyl, F, CI, Br and 
CF3. 

Compounds according to any one of claims 1 to 4, characterized in that R^ and 
R^ independently of each other represent a linear or branched Ci^alkyl groiip. 
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a halogen atom, or CF3, preferably and Independently of each other 
represent methyl, ethyl, F, CI, Br and CPs. 

Compounds according to any one of dainrts 1 to 5, characterized in that 
represents a chlorine atom In the 4-po8ition of the phenyl ring, while and R^ 
represent hydrogen. 

Compounds according to any one of claims 1 to 6, characterized in that R^ and 
R^ each represent a chlorine atoms in the 2- and 4-po8iti(»ri of the phenyl ring, 
while R^ represents hydrogen. 

Compounds according to any one of claims 1 to 7, characterized in that R^ 
represents hydrogen, methyl or ethyl, preferably hydrogen. 

Compounds of general fonmula II according to one or more of claims 1 to 8 



Rl3' 




R^^ 



R^5 



O 



n 



wherein 



R^ represents hydrogen or a linear or branched Ci^-alkyl group, 
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R^^ or R^^ independently of each other represent a linear or branched Ci^ 
alkyi group, a linear or branched Ci^alkoxy group, a halogen atom, CH2F, 
CHF2, CF3, CN, OH. NO2, SH, NH2, hydrogen, methyl, ethyl, F, Q, Br and CF3, 

ri^ or R^^ Independently of each other represent a linear or branched Ci^- 
alkyl group, a linear or branched Ci^alkoxy group, a halogen atom, CH2F, 
CHF2, CF3, CN, OH, N0& SH. NHa methyl, ethyl, F, 01, Br and CF3, 

optionally in fonn of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in form of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mbdng 
ratio, or a corresponding Noxlde thereof, or a oomespondlng salt thereof, or a 
corresponding solvate thereof. 

1 0. Compounds according to claim 9 characterized in that R^^ and R^^ 
independently of each other represent hydrogen, a linear or branched Ci^ 
alkyI group, a halogen atom, or CF3, preferably R^^ and R^^ independently of 
each other represent hydrogen, methyl, etiiyl, F, CI, Br and CF3. 

1 1 . Compounds according to any one of claims 9 or 1 0, characterized in that R^*. 
and R^^ independently of each other represent a linear or branched Ci^alkyl 
group, a halogen atom, or CF3, preferably R^"^ and R^® independently of each 
other represent methyl, ethyl, F, CI, Br and CF3.. 

1 2. Compounds according to any one of claims 9 to 1 1 , characterized in that R^^ 
represents CI and R^^ represents hydrogen. 

1 3. Compounds according to any one of claims 9 to 1 2, characterized in that R^^ 
and R^^ each represent CL 

1 4. Compounds according to any one of claims 9 to 1 3, characterb^ed In that R^ 
represents hydrogen, methyl or ethyl, preferably hydrogen. 
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Compounds according to one or more of claims 1 to 14 selected from the 
group consisting of: 

5-(4-chloro-phenyl)-1 -(2,4-dlchlorophenyl)-4.5<lihydro-1 H-pyra2K)l-3-cart)oxylic 
add, 

optimally in the form of a oorrespondng N-oxlde, a oorresporKling salt or a 
con'esponding solvate. 

Combination of compounds comprising at least one substituted pyrazoline 
compound of general fomiula I 




I 



wherein 

reprEsents hydrogen or a linear or branched CM-alkyI group, 

R^, and R^ independently x)f each other represent hydrogen, a linear or 
branched Ci^alkyl group, a linear or branched Ci^altoxy group, a halogen 
atom, CHaF, CHFa, CFg, CN. OH, NO2. -(C=0)-R^ SH. SR®, SOR**, SQ2R^ 
NH2, NHR^ NR«R^ -(C==0)-NH2, -(C=0)-NHR*' or -(C=0)-NR*^R^ whereby R** 
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and for each substrtuent independently represent linear or branched 
alkyi, 

R^, and R^ independently of each other represent hydrogen, a linear or 
branched Ci^kyi group, a linear or branched Ci^koxy group, a halogen 
atom. CH2F. CHF2. CF3, CN, OH. NO2. -{C=0)-R'^ SH, SR^^ SOR^^ NH2. 
NHR'^ NR^^^\ -(C=0)-NH2. -(C=0)-NHR^^ and -(C=0)-NR'°R", whereby 
R^^ and optionally R^^ for eadi substituent Independently represent linear or 
branched Ci^ alkyi; 

optlonaUy in fonn of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in fonn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 
ratio, or a corresponding N-oxIde thereof, or a conesponding salt thereof, or a 
oonresponding solvate thereof 

and at least one substituted pyrazoline compound of general fomnula X 




X 

wherein 

R^^ represents an opfionally at least mono-substituted phenyl group, 
R^^ represents an optionally at least mono-substituted phenyl group, 
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R^^ represents a saturated or unsaturated, optionally at least mono- 
substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic gtx>up, which may be condensed with an optionally at least 
mono-substituted mono- or polycyclic ring system, or an optionally at least 
mono-substituted aryl or heiBroaiyl group, which may be condensed with an 
optionally at least mono-substituted mono- or polycydio ring system, or an - 
NR'^rt^-molety, 

R^® and R^, Identical or different, represent a hydrogen atom, an unbranched 
or branched, saturated or unsaturated, optionally at least mono-substituted 
aliphatic radical, a saturated or unsaturated, optionally at least mono- 
substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic group, which may be condensed with an optionally at least 
mono-substituted mono- or polycyclic ring system, or an optionally at least 
mono-substituted aryl or heteroaiyl group, which may be condensed with an 
optionally at least mono-substituted mono- or polycyclic ring system and/or 
bonded via a linear or branched alkylene group, an -^Qrl^-molefy, or an - 
NR^R^-moiely, with the proviso that R^® and R^ do not Identically represent 
hydrogen, 

represents a linear or branched, saturated or unsaturated, optionally at 
least mono-substituted aliphatic group, a saturated or unsaturated, optionally 
at least mono-substituted, optionally at least one heteroatom as ring member 
containing cycloaliphatic group, which may be condensed with a mono- or 
polycyclic ring-system, or an optionally at least mono-substituted aiyl or 
heteroaryl group, which may be condensed with a mono- or polycyclic ring 
system and/or bonded via a linear or branched alkylene group, 

R^ and R^, identical or different, represent a hydrogen atom, an unbranched 
or branched, saturated or unsaturated, optionally at least mono-substituted 
aliphatic radical, a saturated or unsaturated, optionally at least imno- 
substituted, optionally at least one heteroatom as ring member containing 
cycloaliphatic group, which may be condensed with an optionally at least 
mono-substituted mmo^or poiycyciic ring system, or an optioncUly at least 
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mono-substituted aryi or heteroaiyl group, which may bB condensed with an 
optionally at least mono-substrtuted mono- or polyene ring system and/br 
bonded via a (inear or branched alkylene gnxjp, 

optSonaHy in fonn of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or in fbnn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, In any mbdng 
ratio, or a corresponding N-oxide thereof, or a con^esponding salt thereof, or a 
oonesponding solvate thereof. 

1 7. Combinaiion of compounds according to daim 16> characterized in that at 
least one of FP, or represents hydrogen, while at least one of R^ R^ or 
R^ Is different from hydrogen. 

1 8. Combination of compounds according to any one of claims 1 6 or 1 7, 
characterized in that at least on of R®, R® or R^ represents hydrogen, while at 
least one 1^, R® or R^ is different from hydtx)gen. 

1 9. Combination of compounds according to any one of claims 1 6 to 1 8, 
characterized In that R^, R^ and R* independently of each other represent 
hydrogen, a linear or branched Ci.B-all<yl group, a halogen atom, or CFa, 
preferably R^ R^ and R^ independently of each other represent hydrogen, 
methyl, ethyl, F, 01, Br and CF3. 

20. Combination of compounds according to any one of claims 16 to 19, 
characterized in that R^, R^ and R^ independently of each other represent 
hydrogen, a linear or branched Ci^-alkyl group, a halogen atom, or CF3, 
preferably R^ R* and R^ independently of each other represent hydrogen, * 
methyl, ethyl. F, CI, Br and CFa. 

21 . Combination of compounds according to any one of claims 1 6 to 20, 
characterized in that R^ represents a chlorine atom in the 4'position of the 
phenyl ring, while R^ and R^ represent hydrogen. 
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Combination of compounds according to any one of ciaims 1 6 to 21 , 
characterized in that and R® each represent a chlorine atoms In the 2- and 
4i)os[Hon of the phenyl ring, while represents hydrogen. 

Combination of compounds according to any one of claims 1 6 tq 22, 
characterized In that represents hydrogen, methyl or ethyl, preferably 
hydrogen. 

Combination of compounds according to any one of claims 16 to 23 
characterized in that the compound of general fonnuia I is represented by a 
compound of general formula II 




wherein 

R^ represents hydrogen or a linear or branched Ci^-alM g«)up, 

R^^, R^"* or R^^ independently of each other represent a linear or branched 
Ci^alkyl group, a linear or branched Ci^-aJkoxy group, a halogen atom, 
CH2F, CHF2, CF3, CN, OH, NQ2, SH. NH2. hydrogen, methyl, ethyl, F. CI, Br 
and CF3, 
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Optionally in fonn of one of the stereoisamers, preferably enantiomeis or 
diastereomers, a racemate or in fbrnn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 
ratio, or a conresponding N-oxide thereof, or a oorresponding salt thereof, or a 
corresponding solvate thereof. 

25. Combination of compounds according to daim 24 characterized in that R^^ 
and R^^ independently of each other represent hydrogen, a linear or branched 
Ct^all<yl group, a halogen atom, or CFs, preferably R^^ and R^^ independently 
of each other represent hydrogen, methyl, ethyl, F, CI, Br and GF3. 

26. Combination of compounds according to any one of daims 24 or 25, 
characterized In that and R^^ independently of each other represent 
hydrogen, a linear or branched Ci^alkyl group, a halogen atom, or CF3, 
preferably R^^ and R^^ independently of each other represent hydrogen, 
methyl, etiiyl, F. CI, Br and CF3. 

27. Combination of compounds according to any one of claims 24 to 26, 
characterized in that R^^ represents CI and R^^ represents hydrogen. 

28. Combination of compounds according to any one of claims 24 to 27, 
characterized In that R^^ and R^^ each represent CL 

29. Combination of compounds according to any one of claims 24 to 28, 
characterized in that R^ represents hydrogen, methyl or ethyl, preferably 
hydrogen. 

30. Combination of compounds according to one or more of claims 1 6 to 29 
characterized in that the compound according to fonmula I or II selected from 
the group consisting of: 

5-(4-diIoro-phenyl)-1 -(2,4<iichlorophenyl)-4,5-dihydro-1 H-pyrazol-3-carboxylIc 
add, 
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optionally In the form of a conBsponding N-oxkle, a corresponding salt or a 
corresponding solvate. 

31 . ComtNnafion of compounds according to any of claims 1 6 to 30, characterized 
in that R^^ represents a phenyl group, which is optionally substituted by one or 
more substltuents independently selected from the group consisting of a linear 
or branched Ci^-allcyl group, a linear or branched Ci.6-alkoxy group, a halogen 
atom. CH2F, CHF2. CF3, CN. OH, NQ2, -(C=0)-R', SH, SR'. SOR', SO2R', 
NH2. NHR'. NR'R". -{C==0)-NH2. -{C=0)-NHR' and -(C=0)-NR'R" whereby R 
and R" for each substituent independently represent linear or branched Ci^ 
alkyi, preferably R^^ represents a phenyl group, which is optionally substituted 
by one or more substltuents selected from the group consisting of methyl, 
ethyl, F, CI, Br and CF3, more preferably R^^ represents a phenyl group, which 
Is mono-substituted with a chlorine atom in the 4-position. 

32. Combination of compounds according to any of claims 16 to 31 , characterized 
In that R^^ represents a phenyl group, which is optionally substituted by one or 
more substltuents independently selected from the group consisting of a linear 
or branched Ci^allcyl group, a linear or branched Ci^-alkoxy group, a halogen 
atom. CH2F, CHF2, CF3, CN, OH, NO2, -(C=0)-R*, SH, SR', SOR', SOgR', 
NH2, NHR', NR'R", -(C=0)-NH2. -(C=0)-NHR' and -{C=0)-NR'R", whereby R* 
and optionally R" for each sul>stituent independently represent linear or 
branched Ci-e alkyI, preferably R^^ represents a phenyl group, which is 
optionally substituted by one or more substituente Independently selected from 
the group consisting of mettiyl, etiiyi, F, a, Br and CF3, more preferably R^^ 
represente a phenyl group, which Is dl-subsBtuted with two chtorlne atoms in 
Hs2-and 4-posttion. 

33. Combination of compounds according to one or more of claims 1 6 to 32, 
characterized in that R^® represents a saturated or unsaturated, optionally at 
least mono-substituted, optionally at least one heteroatom as ring member 
containing Ca^ cycloaliphatic group, which may be condensed wifli an" 
optionally at least mono-substituted mono- or polycyclic ring system, or an 
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Optionally at least mono-subsmuted, 5- or 6-membered ai^ or heteroaryl 
group, which may be condensed with an optionally at least mono-sub^ted 
mono- or polycydlc ring system, or an -NR^^R^-moiety, preferably R^® 
represents a saturated, optionally at least mono-substituted, optionally one or 
more nitrogen-atoms as ring member containing cydoaiiphatic group, 
which may be condensed with an optionally at least mono-substituted mono- 
or polycydic ring s^em, or an -NR^^R^-mdety, more preferably R^* 
represents a pyrroDdinyl group, a piperidinyl group or a piperazinyl group, 
whereby each of these groups may be substituted with one or more Ci^alkyl 
groups, or an -NR^W^-moiety. 

Combination of compounds according to one or more of daims 16-33, 
characterized in that R^^ and R^, identical or drfferent represent a hydrogen 
atom, an unbranched or branched, saturated or unsaturated, optionally at least 
mono-substituted Ci^iphatic radical, a saturated or unsaturated, optionally 
at least mono-substituted, optionally at least one heteroatom as ring member 
containing Cd^cycloaliphatic group, which may be condensed with an 
optionally at least mono-substituted mono- polycydic ring system, or an 
optionally at least mono-substituted, 5- or 6-membered aryl or heteroaryl 
group, which may be condensed with an optionally at least mono-substituted 
mono- or polycydic ring system and/br bonded via a methylene (-CHa-) or 
ethylene (-Chfe-CH^-group, an -SO^R^-molety, or an --NR^R^-moiety, 
preferably one of fliese residues R^^ and R^ represents a hydrogen atom and 
the other one of ttiese residues R^^ and R^ represents a saturated or 
unsaturated, optionally at least mono-substituted, optionally at least one 
heteroatom as ring member containing Ca«-cycloaliphatic group, which may 
be condensed with an optionally at least mono-substituted mono- or polycydic 
ring system, or an optionally at least mono-substituted, 5- or 6-membered aryl 
or heteroaryl group, which may be condensed with an optionally at least mono^ 
substituted nrrono- or polycydic ring system, an -SOrR^^-moiety, or an - 
NR^R^-moiety, or R^® and R^, identical or different, each represent a Ci^ 
alkyi group, more preferably one of tfiese residues R^® and R^ represents a 
hydrogen atom and the other one of these residues R^^ and R^ represents ari 
optionally at least mono-substituted pynrolidinyl group, an optionally at least 
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mono-substi'tuted piperidinyl group, an optionally at least mono-substituted 
piperazinyl group, an optionally at least niono^ubstituted triazolyl group, an - 
SQrR^^-moiety, or an -NFW-moiely, or R^* and R^, identical or different, 
represent a methyl group, an ethyl group, an n-propyl group, an isopropyl 
group, an n-butyl group, a seo-butyl group or a terL-butyl group. 

35. Combination of compounds accorcDng to one or more of daims 1 6-34, 
characterized in that R^ represents a linear or brarwhed, saturated or 
unsaturated, optionally at least mono-substi&ted Ci.6 aliphatic group, a 
saturated or unsaturated, optionally at least mono-substituted, optionally at 
least one heteroatom as ring member containing cydoaliphatic group, 
which may be condensed with a mono- or polycycljc ring-system, or an 
optionally at least mono-substituted, 5- or 6-membered aryl or heleroaryl 
group, which may be condensed with a mono- or polycydlc ring system and/or 
bonded via a metttylene (-CHr) or ethylene (-CH2-CH2)-group, preferably R^* 
represents a Ci.G-alkyl group, a saturated, optionally at least mono-sul>stituted 
cydoaliphatic group, which may be condensed with a mono- or polycydlc ring- 
system, or a phenyl group, which is optionally substituted witti one or more Ci. 
6 alkyi groups. 

36. Combination of compounds according to one or more of claims 1 6-35, 
charaderized in tiiat PF and R^, identical or different, represent a hydrogen 
atom, an unbranched or branched, saturated or unsaturated, optionsdiy at least 
mono-substituted Ci^ aliphatic radical, a saturated or unsaturated, optionally 
at least mono-substituted, optionally at least one heteroatom as ring member 
containing Cs^ cydoaliphatic group, which may be condensed with an 
optionally at least mono-oibstttuted mono- or polycydlc ring system, or an 
optionally at least mono-substituted, 5- or 6 membered aryl or heten>aryl 
group, which may be condensed wltfi an optionally at least nrKmo-substituted 
mono- or polycydlc ring system andtor bonded via a metiiylene (-CH2-) or 
efliylene (-CH2-CH2)-group, preferably R^ and i=^^, identical or different, 
represent a hydrogen atom or a Ct^ all^ radical. 
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37. Combination of compounds acoording to any of claims 16 to 36 chanacterized 
in that the compound according to general fonmuia X is represented by a 
stnjclure wherein 

R^® represents a phenyl ring, whidi is mono-substituted with a haiogen atom, 
preferabiy a chlorine atom, in its 4-position, 

R^^ represents a phenyl ring, which is di-substituted with two halogen atoms, 
preferably chlorine atoms, in its 2- and 4-posltton, 

R^^ represents a pyrrolidinyl group, a piperidinyl group, a piperazinyl group, a 
homo-piperazinyl group, a morphoiinyl group, or an -NR^^R^-moiety, 

R^^ represents a hydrogen atom or a linear or branched Ci^lcyl group, 

R^ represents a linear or branched Ci^ alkyi group, an -SOz-R^^-moiety, a 
pynnolidinyi group, a piperidinyl group, a piperazinyl group, a homo-piperazinyl 
group, a morphoiinyl group, a triazolyl group, whereby each of the heterocyclic 
rings may be substituted with one or more, identical or different, Ci^allcyl 
groups, and 

R^^ represents a phenyl group, which is optionally substituted with one or more 
alkyI groups, which may be identical or different, 

optionally in form of one of the stereoisomers, preferably enanti(Mners or 
diastereomers, a racemate or in fonm of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in any mixing 
ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a 
conresponding solvate thereof. 

38. Combination of compounds according to one or more of claims 1 6 to 37, 
characterized in that it comprises at least one compound according to formula 
X selected from the group consisting of: 
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^H3iper^dinyl-5-(4K^htor<>-phenyO-1-(2,4<lichloroph 
pyrazol-3-caiboxamide, 

5K4-ChlorDi*enylH-(2,4-di(*iIoroi3h0n^ H-pyrazole-3- 
cart)oxylic add-{1 ,2,4]-triazol&4-yl-amide, 

5- (4-Chlon)-phenyl)-1 -(2,4<llchlor(>i)henyl)-4i5-dihydrD-1 H-pyrazoIe-3- 
carbojyllc acid-(4-methyl-plperazln-1-yl)-amlde, 

6- (4-Chloro-phenyl)-1 -(2.4<lichloro-phenyO-4.5-dihydro-1 H-pyrazole-3- 
carboxylic acid diethylamide, 

[5-{4-Chloro-phenyl)-1 -(2,4-cfichloro-phenyO-4»5-dIliydio-1 H-pyra20ie-3-yl]- 
piperidine-l-yl-methanone, 

N-|B-(4-Chloroiih8riyl)-1-(2,4<lichlorophe^^ 
cafbonyl]-4-methylphenylsulfonamide, 

optionally in the forni of a corresponding N-oxide, a corresponding salt or a 
corresponding solvate. 

Combination of compounds according to one or more of claims 16 to 38, 
characterized in that it comprises at least 

5-(4K*lon>phenyl)-1-(2,4KlichlorcH>henyl)-4,5<lihydro-1H-pyraM 
add, 

and 

NiDlperidinyl-5-(4K*loro-phenyl)-H2.4<lichl(MfDphenyO-4,6^^ 
pyrazol-3-carboxam!de; 

each optionally in the fomi of a conresponding N-oxide, a corresponding salt or 
a corresponding solvate- 
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Process for the manufacture of substituted pynazoline compounds of general 
formula I or II, wherein R1 is hydrogen, according to one or more of claims 1 to 
15, characterized In that at least one benzaldehyde compound of general 
formula III 




(III) 

wherein R^and have the meaning according to one or more of claims 1- 
8, is reacted with a pyruvate compound of general fomnula (IV) 




O 



(IV). 

wherein G represents an OR group with R being a branched or unbranched 
Ci^ alkyi radical or G represents an OX group with K being a cation,to yield a 
compound of genera! formula (V) 
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(V) 

which is optionally isolated and/or optionally purified, and which fs reacted wfth 
an optionally substituted phenyl hydrazine of general fomnula (VI) 




(VI) 

or a conrespondlng salt thereof, wherein R®, and have the meaning 
according to one or more of claims 1-8, under inert atmosphere, to yield a 
compound of general fonmula (VII) 
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HQ 




(VII) 



wherein R^ R^, R® and R^ have the meaning as given above, which is 
optionally isolated and/or optionally purified, and optionally esterified to an 
alkyl-ester if in the substituted pyrazoline compound of general fonnuia I 
according to one or more of claims 1 to 15 R^ is a linear or branched CM-alkyI 
group. 

Medicament comprising at least one substituted pyrazoline compound of 
general fbnmula I or II according to one or more of claims 1 to 15, 
and optionally one or more pharmaceutically acceptable exclpients. 

Medicament comprising at least one substituted pyrazoline compound of 
general fomiula I 
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I 



wherein 

represents hydrogen or a linear or branched CM-allcyl group, 

R^ and R^ independently of each other represent hydrogen, a linear or 
branched Ci^e-alkyl group, a linear or branched Ci^alkoxy group, a halogen 
atom, CH2F. CHF2, CF3, CN, OH, NO2. -(C=0)-R^ SH, SR®, SOR*, SQaR^ 
NH2. NHR^ NR^R^ -(C=0)4MH2, -(C=0)-NHR^ or -(C=0)-NR«R» whereby R^ 
and R^ for each substituent independently represent linear or branched 
alkyi, 

R®, R^ and R^ independently of each other represent hydrogen, a linear or 
branched Ci^allcyl group, a linear or branched Ci^allcoxy group, a halogen 
atom, CH2F, CHF2. CF3. CN, OH. NO2. '(C=0)-R'^ SH, SR^^ SOR^^ NH2, 
NHR^^ NR^°R^\ -(C=0)-NH2, -(C=0)-NHR^° and -(G=0)-NR^**R^\ whereby 
R^^ and optionally R^^ for each substituent independently represent linear or 
branched aikyi; 

optionally in fonm of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemflte or in forni of a mixture of at least two of the 
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Stereoisomers, preferably enantlomers and/or diastereomers, in any mixing 
ratio, or a conresponding N-oxide thereof, or a oorresponding salt thereof, or a 
conresponding solvate thereof; 

and optionally ona or more phamiaoeutically acceptable exciplents. 

43. Medicament according to claim 42, characterized tn that at least one of R^ 
or represents hydrogen, while at least one of R^ R^ or R^ is different from 
hydrogen. 

44. IWedicament according to any one of claims 42 or 43, characterized in that at 
least on of R^ R® or R^ represents hydrogen, while at least one R^ R® or R^ is 
different from hydrogen. 

45. Medicament according to any one of claims 42 to 44, characterized in that R^, 
R^ and R^ independently of each other represent hydrogen, a linear or 
branched Ci^lkyl group, a halogen atom, or CF3, preferably R^, R^ and R^ 
independently of each other represent hydrogen, methyl, ethyl, F, CI, Br and 
CPs. 

46. Medicament according to any one of claims 42 to 45, characterized in that R^ 
R^ and R^ independently of each other represent hydrogen, a linear or 
branched Ci^-alkyl group, a halogen atom, or CF3, preferably R®, R® and R^ 
independently of each other represent hydrogen, methyl, ethyl, F, CI, Br and 
CF3. 

47. Medteament according to any one of claims 42 to 46, characterized in that R^ 
represent a chlorine atom in the 4-positton of file phenyl ring, while R^ and R^ 
represent hydrogen. 

48. Medicament according to any one of dalms 42 to 47, characterized in that R^ 
and R^ each represent a chlorine atoms In the 2- and 4-posltion of the phenyl 
ring, while R^ represents hydrogen. 
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49. Medicament according to any one of claims 42 to 48, characterized in that 
represents liydrogen, methyl or ethyl, preferably hydrogen, 

50. Medicament according to one or more of claims 42 to 49 characterised in that 
the compound of general formula (I) is represented by a compound of general 
fomiula (II) 




wherein 

represents hydrogen or a linear or branched Ci^-alkyl group, 

R^^, R^^, R^* or R^® independently of each other represent a linear or branched 
Ci^alkyl group, a linear or branched Ci.6-alkoxy group, a halogen atom, 
CH2F, CHF2. CF3. CN, OH, NOa, SH. NH2, hydrogen, methyl, ethyl, F, CI. Br 
and CF3, 

optionally in fomi of one of the stereoisomers, preferably enantiomers or 
diastereomers, a raoemate or in fomn of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, In any mixing 
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ratio, or a corresponding N-oxide thereof, or a corresponding salt thereof, or a 
corresponding solvate thereof. 

51 . Medicament according to daim 50 charactertzed In that R^^ and R^^ 
independently of each other represent hydrogen, a linear or branched 

alkyi group, a halogen atom, or CFa, preferably R^^ and R^^ independently of 
each other represent hydrogen, methyl, ethyl. F, CI, Br and CF3. 

52. Medicament according to any one of claims 5Q or 51 , characterized in that R^^ 
and R^^ independently of each other represent hydrogen, a linear or branched 
Ci-6-alkyl group, a halogen atom, or CF3, preferably R^"* and R^^ independently 
of each other represent hydrogen, methyl, ethyl, F. CI, Br and CF3. 

53. Medicament according to any one of claims 50 to 52, characterized in that R^^ 
represents CI and R^^ represents hydrogen. 

54. Medicament according to any one of claims 50 to 53. characterized in that R^^ 
and R^^ each represent CI. 

55. Medicament according to any one of claims 50 to 54, chara(^rized in that R^ 
represents hydrogen, methyl or ethyl, preferably hydrogen. 

56. Medicament according to one or more of claims 42 to 55 characterized in that 
the compound according to fomriulas I or ills selected from the group 
consisting of: 

5-(4-chlon>-phenyl)-1 -(2,4-dIchlorophenylHi5-dihydro-1 H-pyrazol-3-carboxylic 
add, 

optionally in the form of a comssponding N-oxIde, a conesponding salt or a 
oone^onding solvate. 
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57. Mgr|i{wnan* cornprising at !6ss! ons cornbinstion of cornpounds according to 
one or more of claims 16 to 39 and optionally one or more phanmaceutically 
acceptable exdpients. ^ 

58. Medicament according to daim 42 to 57 for the regulation of triglyceride levels 
in the blood plasma and for the prophylaxis and/or treatment of disorders of 
the central nen^ous system, especially stroke, of disorders of the 
cardiovascular system and of of food intake disorders, preferably bulimia, 
anorexia, cachexia, ot)esity, type II diabetus mellitus (non-insuline dependent 
diabetes mellitus), preferably obesity and diabeUs. 

59. Medicament according to one or more of claims 42 to 56 for the prophylaxis 
and/or treatment of disorders of the central nervous system, disorders of the 
immune system, disorders of the cardlovasojlar system, disorders of the 
endocrinous system, disorders of the respiratory system, disonders of the 
gastrointestinal tract or reproductive disorders. 

60. Medicament according to daim 57 for the modulation of cannablnoid- 
receptors, preferably cannabinoid 1 (CBi) receptors, for the prophylaxis and/or 
treatment of disorders of the central nen/ous system, disorders of flie immune 
system, disorders of the canjiovascular system, disorders of the endocrinous 
system, disorders of the re^lratory system, disorders of the gastrointestinal 
tract or reproductive disorders. 

61 . Medicament according to one or more of claims 42 to 57 for the prophylaxis 
and/or treatment of food intake disorders, preferably bulimia, anorexia, 
cachexia, obesity, type II diabetus mellitus (non-insuline dependent diabetes 
mellitus), preferably obesity. 

62. Medk)ament according to one or more of claims 42 to 57 for the prophylaxis 
and/or treatment of psychosis. 

63. Medicament according to one or more of claims 42 to 57 for the prophylaxis 
and/or treatment of akx>hol abuse and^or addiction, nicotine abuse and/or 
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addiction, drug abuse and/or addiction and/or medicament abuse and/or 
addiction, preferably drug abuse and/or addiction and/or nicotine abuse and/or 
addiction. 

64. Medicament according to one or more of claims 42 to 57 for the prophylaxis 
and/or treatment of one or more disorders selected from the group consisting 
of schizophrenia, anxiety, depression, epil^y, neurodegenerative disorders, 
cerebellar disorders, spinocerebellar disorders, cognitive disorders, cranial 
trauma, panic attacks, peripheric neuropathy, glaucoma, migraine, Morbus 
Parkinson, Morbus Huntington, Morbus Alzheimer, Raynaud's disease, 
tremblement disorders, compulsive disorders, senile dementia, thymic 
disorders, tardive dyskinesia, bipolar disorders; bone disorders Including 
osteoporosis or Pagef s disease of bone; cancer, preferably for the prophylaxis 
and/or treatment of one or more types of cancer selected from the group 
consisting of brain cancer, bone cancer, lip cancer, mouth cancer, esophageal 
cancer, stomach cancer, liver cancer, bladder cancer, pancreas cancer, ovary 
cancer, cervical cancer, lung cancer, breast cancer, skin camoer, colon 
cancer, bowl cancer and prostate cancer, more preferably for the prophylaxis 
and/or treatment of one or more types of cancer selected from the group 
consisting of cokx)n cancer, bowel cancer and prostate cancer; medicament- 
induced movement disorders, dystonia, endotoxemic shock, hemorragic 
shock, hypotension, Insomnia, immunologic disorders, sclerotic plaques, 
vomiting, diarrhea, asthma, memory disorders, pruritus, pain, or for 
potentiation of the analgesic effect of narcotic and non-narcotk) analgesics, or 
for influencing intestinal transit. 

65. Use of at least one substituted pyrazoline compound according to one or more 
of daims 1 - 15 or at least one combinatton of compounds according to one or 
more of claims 16 to 39 and optionally one or more phamnaceutically 
acceptable e^odpients, for the preparation of a medicament for the regulation of 
triglyceride levels in the blood plasma and for the prophylaxis and/or treatment 
of disorders of disorders of the central nen/ous system, espedaOy stroke, of 
disorders of the cardBovascular system and of food intake disorders, especially 
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bulimia, anorexia, cachexia, obesitv. tvoe II diahatnA m^iriti 

^» - ■ — w ^* MIWMIIIIO 

dependent diabetes mellitus), preferably obesity and diabetis. 

Use of at least one substituted pyrazoline compound according to o^fie or more 
of claims 1 - 15 and optionally one or more phanmaceutically acceptable 
exciplents, for the preparation of a medicament for the prophylaxis and/or 
treatment of disorders of the central nervous system, disorders of the Immune 
system, disorders of the cardiovascular system, disorders of the endocrinous 
system, disorders of the respiratory system, disorders of the gastrointestinal 
tract or reproductive disorders. 

Use of at least one combination of compounds according to one or more of 
claims 16 to 39 and optionally one or more phannaceutically acceptable 
exciplents, for the preparation of a medicament for the modulation of 
cannabinoid-receptors, preferably cannabinoid 1 (CBi) receptors, for the 
prophylaxis and/or treatment of disorders of the central nen/ous system, 
disorders of the immune system, disorders of the cardiovascular system, 
disorders of the endocrinous system, disorders of the respiratory system, 
disorders of the gastrointestinal tract or reproductive disordeiB. 

Use of at least one substituted pyrazoline compound according to one or mor© 
of claims 1-15 or at least one combination of compounds according to one or 
more of claims 16 to 39 and optionally one or more pharmaceutrcally 
acceptable excipients, for the preparation of a medicament for the prophylaxis 
and/or treatment of food intal^e disorders, preferably bulimia, anorexia, 
cachexia, obesity, type 11 diabetus mellitus (non-insuline dependent diabetes 
mellitus), preferably obesity. 

Use of at least one substituted pyrazoline compound according to one or more 
of daims 1-15 or at least one combination of compounds according to one or 
more of daims 1 6 to 39 and optionally one or more phannaceutically 
acceptable excipients, for the preparation of a medicament for Mie proph^axis 
and/or treatment of psychosis. 



80 



wo 20D5/077909 



Use of at least one substituted pyrazollne compound according to one or more 
of claims 1-15 or at least one combination of compounds according to one or 
more of claims 1 6 to 39 and optionally one or more pharmaceutically 
acceptable exdpients, for the preparation of a medicament for the prophylaxis 
and/or treatment of alqohoi abuse and/or addiction, nicotine abuse and/or 
addiction, medicament abuse and/or addiction and/or dnig abuse and/or 
addiction, preferably drug abuse and/or addiction or nicotine abuse and/or 
addiction. 

Use of at least one substituted pyrazoline compound according to one or more 
of claims 1-15 or at least one combination of compounds according to one or 
more of claims 16 to 39 and optionally one or more phamiaoeutlcally 
acceptable exdpients. for the preparation of a medicament for the prophylaxis 
and/or treatment of one or more disorders selected from the group consisting 
of schizophrenia, anxiety, depression, epilepsy, neurodegenerative disorders, 
cerebellar disorders, spinocerebellar disorders, cognitive disorders, cranial 
trauma, panic attacks, peripheric neuropathy, glaucoma, migraine, Morbus 
Parlcinson, Itforbus Huntington, Morbus Alzheimer, Raynaud's disease, 
tremblement disorders, compulsive disorders, senile dementia, thymic 
disorders, tardive dyskinesia, bipolar disorders; bone disorders Including 
osteoporosis or Pagef s disease of bone; cantor, preferably for the prophylaxis 
and/or treatment of one or more types of cancer selected from the group 
consisting of brain cancer, bone cancer, lip cancer, mouth cancer, esophageal 
cancer, stomach cancer, liver cancer, bladder cancer, pancreas cancer, ovary 
cancer, cenrfcal cancer, lung cancer, breast cancer, sWn camcer, colon 
cancer, bowl cancer and prostate cancer, more preferably for the prophylaxis 
and/or treatment of one or more types of cancer selected from the group 
consisting of oolcon cancer, bowel cancer and prostate cancer; medicament- 
induced movement disorders, dystonia, endctoxemic shock, hemonagic 
shock, hypotension, insomnia, immunologic disorders, sderotte plaques, 
vomiting, dianliea, asthma, memory disorders, potritus, pain, or for 
potentiation of the analgeste effect of narcotic and non-narcotic analgesics, or 
for influencing intestinal transit 
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rs M» ^wMiw«Mi iviiiiwia • 




I 



wherein 

represents hydrogen or a linear or branched CM-allcyl group, 

R*. R' and R* independently of each other represent hydrogen, a iinear or 
branched Ci^allqfl group, a iinear or branched Ci^koxy group, a halogen 
atom. CH2F. CHFa. CF3. CN, OH, NQz, -(C=0)-R«, SH. SR», SOR«. SQsR". 
NHa NHR". NRW, -(C=0)-NHa, -(C=0)-NHR' or -(C=0)-NR"R» whereby R" 
and R^ for each substituent independently represent linear or branched Cm 
alkyl. 

R^, and R^ independently of each other represent hydrogen, a iinear or 
branched Ci^ail<yl group, a linear or branched Ci^allcoxy group, a halogen 
atom, CH2F, CHF2. CFa, CN. OH, NQa, -(C=0)-R'° SH, SR^°, SOR^" NH2, 
NHR''*, m">R'\ -(C=0)-NH2. -(C=0)-NHR^° and -(C=0)-NR^<1=l", whereby 
R" and opt" onaily R" for each substituent independently represent linear or 
branched Ci^all^; 
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optionally In form of one of the stereoisomers, preferably enantlomers or 
diastereomers. a racemate or in form of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, In any mixing 
ratio, or a conresponding N-oxIde thereof, or a corresponding salt trilreof, or a 
con-esponding solvate thereof; 

and optionally one or more pharmaoeutically acc^table excipients, for the 
preparation of a medicament for the regulation of triglyceride levels in the 
blood plasma and for the prophylaxis and/or treatment of disorders of 
disorders of the central nervous system, especially stroke, of dlsoitlers of the 
cardiovascular system and of food intake disorders, especially bulimia, 
anorexia, cachexia, obesity, type II diabetus mellrtus (non-insuiine dependent 
diabetes mellitus), preferably obesity and diabetis. 

Use according to claim 72, charEUderized In that at least one of R^ or R"^ 
represents hydrogen, while at least one of R^ or R^ is different from 
hydrogen. 

Use according to any one of claims 72 or 73, characterized in that at least on 
of R^, R^ or R^ represents hydrogen, while at least one R^ R^ or R^ Is different 
from hydrogen. 

Use according to any one of claims 72 to 74, characterized in that R^, R® and 
R^ independently of each other represent hydrogen, a linear or branched Ci^ 
alkyi group, a halogen atom, or CF3, preferably R^ R^ and R* independently of 
each other represent hydrogen, methyl, ethyl, F, CI, Br and CF3. 

Use according to any one of claims 72 to 75, characterized in that R*, R® and 
R^ Independently <rf each other represent hydrogen, a Bnear or branched Ci^ 
alkyI group, a halogen atom, or CFa, preferably R^ R« and R^ independently of 
each other represent hydrogen, methyl, ethyl, F, a, Br and CF3. 

Use according to any one of claims 72 to 76, characterized In that R^ 
represents a chlorine atom in the 4-podaon of the phenyl ring, while R^ and R* 
represent hydrogen. 
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78. Use according to any one of claims 72 to 77. characterized in that and 
each represent a chlorine atones in the 2- and 4-posltion of the phenyl ring, 
while R^ represents hydrogen. 

79. Use according to any one of claims 72 to 78, characterized In that R'* 
represents hydrogen, methyl or ethyl, preferably hydrogen. 

80. Use according to one or more of claims 72 to 79 characterized in thai the 
compound of general fonnula (I) is represented by a compound of general 
formula (11) 




n 



wherein 



R^ represents hydrogen or a linear or branched Ci.4-alkyl group, 

R^^ R^^ R^^ or R^* Independently of each other represent a linear or branched 
Ci^^^kyl group, a linear or branched Ci^alkoxy group, a halogen atom, 
CH2F. CHF2, CF3, CN, OH. NQ2, SH, NH2. hydrogen, methyl, ethyl, F, CI, Br 
and CF3, 
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optionally in form of one of the stereoisomers, preferably enantiomers or 
diastereomers, a racemate or In fbmi of a mixture of at least two of the 
stereoisomers, preferably enantiomers and/or diastereomers, in an^ mixing 
ratio, or a corresponding N-oxide thereof, or a conesponding salt thereof, or a 
conresponding solvate thereof. 

81 . Use according to daim 80 characterized in that R^^ and R^^ Independently of 
each other represent hydrogen, a linear or branched Ci^alkyl group, a 
halogen atom, or CF3, preferably R^^ and R^^ independently of each other 
represent hydrogen, methyl, ethyl, F. CI, Br and CF3. 

82. Use according to any one of claims 80 or 81 , characterized In that R^^ and R^® 
independently of each other represent hydrogen, a linear or branched Cih^ 
alkyi group, a halogen atom, or CF3, preferably R^^ and R^® Independently of 
each other represent hydrogen, methyl, ethyl, F, CI. Br and CF3. 

83. Use according to any one of claims 80 to 82, characterized in that R^^ 
represents CI and R^^ represents hydrogen. 

84. Use according to any one of claims 80 to 83, characterized in that R^'* and R^^ 
each represent CI. 

85. Use according to any one of claims 80 to 84, characterized in that R^ 
represents hydrogen, methyl or ethyl, preferably hydrogen. 

86. Use according to one or more of claims 72 to 85 characterized in that the 
compound according to formulas I or If is selected from the group consisting 
of: 

5-(4-chloro-phenyl)-1 -(2,4-cHchioro|rfienyl)-4,5-dihydro-1 H-pyrazoi-3-carixJxyiic 
acid, 
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optionally in the form of a conresoondina N-oxidA. a mrm^nnnrfinn saif » 
corresponding solvate. 
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